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URGERY for rheumatic heart disease 
rarely is proposed for young patients. 
Pertinent clinical observations appear to 
support this practice. Recurrent rheu- 
matic fever is common prior to adulthood, and 
a relationship between such exacerbations and 
stress, particularly surgical trauma, is believed to 
exist. Furthermore, chronic rheumatic activity, strik- 
ingly frequent and difficult to diagnose in youth, 
compounds the uncertainties in evaluating a valvu- 
lar lesion and the need for surgical correction. In 
many instances it is the myocarditis of this unrec- 
ognized activity and not the obvious valvular defect 
that is responsible for such serious cardiac manifes- 
tations as arrhythmias, conduction disturbances, en- 
largement, and severe congestive failure. 
Regardless of these facts the question of operative 
interference remains a pressing practical problem. 
It arises when the early signs of a devolutionary pat- 
tern develop in a young patient with known valvu- 
lar disease and the benefit of a definitive surgical 
procedure must be weighed against the real or 
theoretical risk of initiating another attack of rheu- 
matic fever. It is even more cogent when the ad- 
vanced manifestations of serious disability exist and 
there is no reason to suspect that chronic rheumatic 


It has been assumed that surgery for rheu- 
matic heart disease should be limited to 
older patients because of the supposed risk 
of reactivating the rheumatic infection by 
surgery in younger patients. The validity of 
this assumption was tested in this report on 
37 patients from 12 to 20 years of age. 
Fifteen had mitral stenosis, 15 had mitral 
insufficiency, and 7 had aortic insufficiency. 
In each case preoperative study revealed 
anatomic defects correctible at a reasonable 
risk, and great care was taken to eliminate 
the possibility of significant clinical rheu- 
matic activity. No reactivation occurred in 
any case. Many of the earlier operations 
were done by methods since found ineffec- 
tive, but in the later cases the benefits have 
sometimes been striking. The most impressive 
results accrued from the relief of mitral valve 
obstruction. In considering the advisability 
of heart surgery, therefore, the criteria ap- 
plied to older patients can also be applied 
to patients under 20 years of age. 
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activity is a contributing factor. In either instance a 
categorical stand for or against surgery currently 
is not warranted. Sufficient information pertaining 
to the mortality, morbidity, and long-range results 
of operations in young rheumatic cardiac patients is 
not yet available. 

The present report attempts to clarify certain 
facets of this problem by detailing experiences with 
a group of these patients. The study is based on 37 
persons from 12 to 20 years of age who were oper- 
ated on during the period from February, 1951, to 
August, 1958. In each an isolated and dynamic 
lesion was present, namely, mitral stenosis, mitral 
insufficiency, or aortic insufficiency. Surgery was 
performed only when there was neither clinical nor 
laboratory evidence of recurrent or persistent rheu- 
matic activity. 


Results 


Mitral Stenosis.—A total of 15 patients had mitral 
stenosis. Their ages ranged from 16 to 20 years, 
averaging 17.6 years. A history of previous rheu- 
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tory of previous rheumatic fever was obtained in 13 
of these. The mean interval from the initial attack 
to the time of surgery was 10.4 years. 

Twelve of the patients were operated on by 
antiquated techniques now known to be entirely 
ineffective in correcting the valvular defect. There 
were four operative deaths in this group. How- 
ever, there were no indications of rheumatic reacti- 
vation in any of the survivors. 

The technique of cross-polar plication’ of the 
mitral annulus was used in the remaining three 
patients. There was no operative mortality. Follow- 
up observations have extended over a period of two 
years, during which time clinical improvement has 
been marked. There was no exacerbation of rheu- 
matic fever. 

Aortic Insufficiency.—Surgery for aortic insuffi- 
ciency was performed in seven patients ranging in 
age from 12 to 18 years, with an average of 15.4 
years. Each had a history of rheumatic fever. The 
mean interval from the initial attack to the time of 
operation was 7.6 years. Five of the patients were 


Changes in heart size in 16-year-old female with mitral insu fficiency. Preoperative chest film, left, indicates 3+ cardiac en- 


largement. Twelve days after cross-polar plication, middle, heart size has shrunk to 2+. Two months later, right, cardiomegaly 


has further decreased to 1+. 


matic fever was offered by 10 patients. The mean 
interval from the initial attack to the time of sur- 
gery was 10.4 years. There was no operative mor- 
tality. Clinical or laboratory indicaticns of rheu- 
matic activity did not develop in any patient during 
hospitalization. 

The follow-up observations, extending from four 
months to four years, concerned 10 patients. In 
seven there was no disability; one suffered repeated 
bouts of congestive failure. At the end of four years, 
two others were forced to undergo operations for 
restenosis. One of these patients failed to survive 
the additional procedure. 

Mitral Insufficiency.—Fifteen patients ranging in 
age from 13 to 19 years, with an average of 17.2 
years, were treated for mitral insufficiency. A his- 


operated on by techniques no longer in practice, 
and one of these died. A clinical form of rheumatic 
fever did not develop in any of the survivors. In two 
patients the correction of the aortic insufficiency 
was accomplished by an open-heart procedure.* 
Each survived, and no evidence of rheumatic activ- 
ity developed in the immediate and late postoper- 
ative phases. 


Comment 


Rheumatic valve surgery is indicated when the 
pathophysiology is significant and reversible and 
when the responsible anatomic defect can be cor- 
rected at a reasonable risk. Operations usually are 
performed when the patient is between 20 and 50 
years of age, when incapacitating manifestations 
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are most common. However, surgery rarely is uti- 
lized prior to the 20th year even if serious disability 
is present. Two views support this practice. It has 
been held that the symptoms of heart failure in 
patients who are younger than 20 years mainly 
arise from active rheumatic carditis rather than 
from a mechanical valvular defect that can be cor- 
rected by surgery. It also has been claimed that 
even when surgery is indicated in the younger age 
groups it precipitates the reactivation of rheumatic 
fever, the morbidity of which negates the viene 
derived from operation. 

The present study casts these concepts into open 
question. The patients in this series illustrate that 
a mechanical impediment may be solely responsible 
for the clinical deterioration of young patients with 
rheumatic disease. When it is, surgical correction is 
well tolerated and the benefits may be very striking 
indeed. For example, the risk of mitral commissuro- 
tomy is less in this younger group than in older 
persons. Although the most impressive results ac- 
crue from the relief of a mitral valve obstruction, 
excellent improvement has been observed after 
other lesions have been corrected. The figure illus- 
trates a major alteration in the heart size of a 
16-year-old female three months after cross-polar 
plication for a grade 4 mitral insufficiency. Prior to 
surgery, active rheumatic carditis had been consid- 
ered responsible for severe and persistent heart 
failure. Prolonged bed rest and medical treatment 
had not brought about any improvement in the 
myocardial dysfunction. The failure to accept the 
concept that a mechanical defect may be entirely 
responsible for severe pathophysiological changes 
in young patients with rheumatic disease may lead 
to an unnecessary prolongation of a critical dis- 
ability. 

Success of any magnitude in the surgical treat- 
ment of these young patients is predicated on oper- 
ating when rheumatic fever is not active. Great 
difficulty is acknowledged in establishing this fact, 
most particularly in patients with the early or more 
juvenile lesions. For example, the atrial biopsies of 
three of the patients included in this study revealed 
an active rheumatic carditis, even though there 
were no laboratory or clinical manifestations of 
rheumatic fever. Mitral insufficiency was dominant 
in two and aortic insufficiency in one of these 
patients. 

Regardless of the limitations in conclusively elimi- 
- nating rheumatic fever, the fear of reactivation 
through surgery is not substantiated by this review. 
Not a single example was encountered. This is con- 
sistent with the observations made by Angelino and 
his co-workers,’ who failed to note any reactivation 
in 11 patients between the ages of 8 and 16 years 
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who were operated on for mitral stenosis. Further- 
more, since restenosis of the mitral valve during the 
follow-up period occurred no more frequently than 
in older patients, it is unlikely that there was an 
unusual incidence of subtle unrecognized reactiva- 
tion. This experience stands at variance with the 
older concept that surgical stress is most apt to pro- 
voke rheumatic fever in the young. Two precautions 
may contribute to the present contrary conclusion. 
Great care was exercised to select patients for oper- 
ation who had no indications of significant clinical 
rheumatic activity. The opportunity for any error 
was considerably lessened by the fact that the aver- 
age interval between the most recent attack of 
rheumatic fever and surgery was 8.6 years and in 
no instance was less than three years. Finally, rigid 
antibiotic control was exercised against bacterial 
infection, particularly streptococcic, after operative 
interference. 

The total observations within the confines of this 
study indicate that the age barrier may be lowered 
in the surgical treatment of valvular disease with- 
out unusual mortality or morbidity. They do not 
imply that these young patients are endowed by 
virtue of their age witn an unusual tolerance for 
operative procedures. tsxperiences with the earlier 
techniques in the correction of mitral and aortic 
insutliciency amply support this view. However, 
without denying tue importance of myocardial dis- 
ease us a Common cause ot disability in the young 
patient with rheumatic tever, the current review 
emphasizes the rote of the mechanical valvular de- 
tect, the safety of its correction, and the improve- 
ment which then follows. 


Summary 


An appraisal has been made of the results of 
valvular surgery in 37 rheumatic patients under 20 
years of age. The findings indicate that the oper- 
ative results in younger persons are equally as good 
as those observed in older persons. It would appear 
that the indications for cardiac surgery in the 
younger patient should be essentially the same as 
those applied to the older person and should not be 
influenced by the factor of age alone or the fear of 
recurrence of rheumatic activity. 
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and 
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Phenethylbiguanide (DBI), or phenethylfor- 
mamidinyliminourea, has been demonstrated to be 
an effective hypoglycemic agent in normal animals, 
alloxan-treated diabetic rats, rabbits, and Rhesus 
monkeys.’ Its powerful hypoglycemic action made 
chronic feeding experiments in normal animals 
exceedingly difficult, but initial though limited 
animal work demonstrated an absence of toxicity, 
at hypoglycemic dose levels. 

Our objectives as the first clinical investigators 
of DBI were to determine its capacity to reduce 
glycosuria and hyperglycemia, to establish a thera- 
peutic dose and methods for dose regulation, to 
reveal the presence of any undesirable side-effects, 
and to check carefully during prolonged periods of 
administration for evidence of tissue injury. 

Glucose-tolerance tests demonstrated that DBI 
effectively reduces blood sugar levels within three 
hours of oral administration in patients with severe 
as well as mild diabetes mellitus.’ The insulin re- 
quirement of patients with severe diabetes mellitus 
was significantly reduced. Orally given DBI was 
used as a replacement for insulin in many patients 
with mild and moderately severe diabetes. These 
results were approximated by subsequent inves- 
tigators.” 

In an attempt to explain the mechanism of action 
of DBI, Williams and associates,* Wick and asso- 
ciates,” and others concluded from evidence derived 
from in vitro studies and limited in vivo studies in 
experimental animals that DBI acted by inducing 
transient hypoxia in peripheral tissues, leading to 
an increase in anaerobic glycolysis as reflected by 
an increase in lactic acid in incubating mediums. 
It was also suggested that by the same pathway 
glyconeogenesis from protein was inhibited by the 
drug. When subjected to clinical observation, nei- 
ther component of this theory of hypoxia could be 
confirmed in the human diabetic patient.* 

While it is clear that DBI does not act like insulin 
in producing intermediary metabolic changes, the 
actual mechanism of its action in the diabetic pa- 
tient remains open to conjecture. Recent observa- 
tions suggest that DBI may supplement the action 
of insulin in the human diabetic by promoting the 
utilization of glucose at sites other than the pe- 
ripheral muscle cells.” 


From the New York Medical College, Metropolitan Medical Center, 


and Bird S$. Coler Memorial Home and Hospital. 
Read, in part, before the Third Congress of the International Diabetes 
Congress, Dusseldorf, Germany, July 13-17, 1958. 


Phenethylbiguanide (DBI) has been used 
for its hypoglycemic action in the treatment 
of diabetes mellitus in 206 patients for a 
period of two years. Adequacy of manage- 
ment, maintained in 128 patients, was judged 
by the absence of diabetic symptoms and 
of the drug’s side-effects (nausea, anorexia, 
and gastrointestinal disturbances). DB! made 
exogenous insulin unnecessary in 110 pa- 
tients who were known to have a partial 
supply of insulin from their pancreas. The 
exogenous insulin requirement was decreased 
one-half when 18 patients who produced 
no natural insulin were given DBI. Severe 
gastrointestinal intolerance to DBI forced 53 
patients to stop taking it, but recovery from 
untoward effects was complete in every case. 
During the two-year administration there 
were no signs or symptoms in any of the 
206 patients indicative of tissue damage due 
to DBI. 


Because of our limited knowledge of the patho- 
genesis of diabetes as well as of the action of insulin, 
our present ability to explain the metabolic path- 
ways by which DBI influences the blood sugar level 
in the diabetic patient also suffers. It is both in- 
teresting and vitally important to recognize that 
DBI must in some way specifically influence the 
metabolic lesion which contributes to the diabetic 
state—inasmuch as it has been noted that DBI does 
not influence the blood sugar levels of nondiabetic 
persons.’ 

With continued clinical experience it has become 
possible to fulfill more adequately the objectives 
of the original study. One of us has recently de- 
scribed * 18 months’ experience with DBI in 6 pa- 
tients and 12 months of continuous therapy in 12 
additional patients. These patients have been suc- 
cessfully treated with DBI without any evidence of 
organ toxicity. Six additional months have since ac- 
crued without any change in the original toxicologi- 
cal picture. 

During the past 24 months we have treated 206 
patients with DBI alone or together with insulin. 
This presentation is an analysis of results achieved 
in this study. It will be noted that the objectives 
originally set forth have been attained. 
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Methods 


A conservative approach to DBI therapy has 
been adopted. In all patients the initial daily dose 
was 50 mg. of DBI or less, frequently divided be- 
tween two doses. If good control with insulin was 
usual, a modest decrease in amount of insulin (ap- 
proximately 10%) was attempted. If adequate con- 
trol could not be achieved with insulin because of 
dietary, emotional, or other contributing factors, 
no change was made in insulin dosage during the 
initiation of DBI therapy. Close observation deter- 
mined each successive step accomplished at four- 
to-seven-day intervals. Warning signs, such as 
metallic taste in the mouth, nausea, loss of appetite, 
or change in bowel habits, alerted both the patient 
and ourselves to alter the diet, insulin dosage, or 
dosage and method of administration of DBI. When 
the drug was well tolerated, the insulin dosage 
was progressively decreased as the DBI dosage in- 
creased, until a maximum dose of 200 mg. per day 
of DBI was achieved. Only two patients received 
more than 150 mg. of DBI daily. Any of the above- 
mentioned signs of intolerance at a lower dosage 
level further determined this as the maximum 
immediately permissible. 

The need for “hypoglycemic” therapy was estab- 
lished by the following criteria: (1) successful 
weight reduction of the obese diabetic patient with 
1,000-to-1,200-calorie diets with failure to control 
hyperglycemia and/or glycosuria; (2) the appear- 
ance of glycosuria and hyperglycemia when insulin 
therapy was omitted in a previously controlled 
patient; (3) the appearance of glycosuria and hy- 
perglycemia when placebo therapy was substituted 
for DBI therapy in a controlled patient and con- 
trol of diabetes on replacement of placebo with 
DBI pills; and (4) a careful evaluation to de- 
termine the antidiabetic role of emotional stability, 
increased exercise, control of infection, and other 
factors favorable to diabetic control. 

We considered all types of diabetic patients as 
candidates for DBI when the need for hypogly- 
cemic therapy had been established. Approximate- 
ly 40% of the patients were permanently resident 
in a chronic disease hospital. The remainder of 
the patients were from private practice. The pa- 
tients were given daily diets ranging from 1,200 
calories to 2,200 calories, determined by their state 
of nutrition, the presence of obesity or under- 
weight, and the degree of average daily physical 
activity. Protein intake was kept at 70 to 80 Gm. 
per day and carbohydrate 150 Gm. per day. The 
remainder was given as fat, except that in diets of 
more than 1,800 calories protein intake was in- 
creased to 100 Gm. and carbohydrate to 250 Gm. 

Fasting blood sugar level determinations were 
made at three-day intervals until control was at- 
tained or the therapy discontinued. A modification 
of the Somogyi-Nelson method was used for all 
blood sugar level determinations. When control was 
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good, blood sugar level determinations were done 
at one-to-four-week intervals. During the initiation 
of therapy, quantitative urine determinations were 
done four times each day. When acceptable con- 
trol was achieved, 24-hour urine collections were 
used for a quantitative determination of total 
amount of glucose excreted per day. It is recog- 
nized that many of our patients were well main- 
tained with diet and insulin and under usual cir- 
cumstances would have been continued on such a 
program. Some patients had been controlled sat- 
isfactorily with tolbutamide, and others were tol- 
butamide failures. However, this was a clinical ex- 
periment and patients were included because they 
needed hypoglycemic therapy and not necessarily 
because previous therapy had been unsuccessful. 

This unselected group of patients included those 
over 45 years of age, those 31 to 44 years of age in 
whom diabetes appeared clinically in the fourth 
decade, and young patients with severe or mild 
diabetes. This last group included four young peo- 
ple whose onset of diabetes occurred before they 
were 20 years of age, who had never had diabetic 
ketosis, and in whom the disease was well con- 
trolled with not more than 10 units of insulin per 
day. In this group withdrawal of insulin led to 
hyperglycemia and glycosuria without ketonuria or 
ketonemia. Diabetic patients of this type are not 
commonly seen and, though they are young, their 
diabetes simulates that of older patients. We do 
not consider such a patient to be without endoge- 
nous insulin. 

Our standards for successful therapy with DBI 
were determined as follows: Does the patient fare 
as well or better with the drug than on the previ- 
ously maintained therapeutic regimen? Only the 
amount of insulin or tolbutamide of previous regi- 
mens was changed. Our criteria of good control for 
patients receiving insulin and DBI are the presence 
of less than 15 Gm. of glucose in the 24-hour urine 
specimens and a fasting blood sugar level of 150 
mg. % or less. At the present time, we require that 
diabetic patients in whom the disease has become 
stable and who are taking DBI alone have consist- 
ently negative 24-hour urine specimens and a two- 
hour postprandial blood sugar level of not more 
than 200 mg. % or a fasting blood sugar level of 
less than 150 mg. %. 

We realize that the careful attention given to 
this group of patients may have altered their emo- 
tional status and dietary habits, contributing to 
better control. This was considered in establishing 
the therapeutic effect of DBI. Placebo substitution 
and DBI withdrawal, when attempted, failed to 
maintain diabetic control. The careful, personal at- 
tention is diluted by time and increasing numbers 
of treated patients. Despite this, successful man- 
agement according to the above criteria has been 
maintained in some patients for periods of up to 24 
months. The cause of failure in the others was the 
appearance of gastrointestinal symptoms. 
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Three patients representative of the three major 
groups of diabetic patients—the young, with severe 
cases; the middle-aged, with moderately severe 
cases; and the older, with mild cases—all requiring 
insulin were individually evaluated for periods of 
6 to 10 days. Blood and urine studies were done, 
while on successive days insulin intake was stopped 
or substantially reduced and DBI added to the 
regimen. 

The absence of clinical toxicity on continued use 
in successfully treated cases was established by 
serial determinations of complete blood counts, 
urinalysis and blood urea nitrogen level, total 
bilirubin level, alkaline phosphatase level, serum 
transaminase value, thymol turbidity, total cho- 
lesterol level, and, in some cases, serum lipoprotein 
levels. These tests were done weekly during the 
initial months of this study and at four-week inter- 
vals later. 

Results 


The table illustrates the results of our observa- 
tions with DBI in the treatment of diabetes melli- 
tus. It is evident that the drug is an effective hypo- 


Results of Use of DBI in Treatment of Patients 
with Diabetes Mellitus 


Age, Young Young 
31-44 Yr.: Patient, Patient, 
Age, Onset Labile 1 
Types of Patients >15 Yr. After 30 Diabetes Diabetes Total 
sl 7 1 


Total treated ............... 14 
Suecesstully treated 
with DBI alone .......... 68 39 0 3 110 


Successfully treated with 

DBI and 50% reduction 

2 6 10 0 18 
Therapy discontinued 

Gastrointestinal 


Symptoms 20 2% 7 1 53 
Severe intercurrent 

a 3 3 0 0 6 
Control eontinued 

without insulin or DBI.. 9 1 0 0 13 
Death from other causes .. 1 a 0 0 1 
Patient unavailable for 

60 1 4 0 0 5 


glycemic agent in all types of diabetic patients. Its 
usefulness, therefore, is not limited to any particu- 
lar class. ! 

One hundred twenty-eight patients have been 
and are at present still under successful therapy 
with DBI. Eighteen patients have been followed 
for more than a year and six patients for more than 
two years. The remainder have been treated for 
periods of 1 to 12 months. No evidence of second- 
ary resistance to the drug has been encountered. 
In an occasional thin diabetic patient, slight unde- 
sirable loss of weight was seen. This could not be 
attributed to diminished calorie intake. The cause 
is not clinically apparent. This loss has always been 
rectified by a slight decrease in DBI dosage and a 
modest increase in insulin as required to meet the 
criteria of control. Subsequent return to the initial 
stabilization ratio of insulin to DBI usually per- 
mitted the weight to remain stable. This has oc- 
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curred only in some of the patients with severe 
diabetes who required exogenous insulin in addition 
to DBI. 

Therapy was discontinued in 53 patients because 
of gastrointestinal symptoms. These patients in- 
cluded many investigated early in the experiment 
when overdosage was common. We believe that the 
greater percentage of DBI-tolerant patients treated 
later in our series was due to the careful low- 
dosage drug presentation, the immediate limita- 
tions of dose ceiling with early symptoms, and the 
insistance on a liberal carbohydrate intake. 

In 13 patients, control was achieved without in- 
sulin or DBI when careful supervision was insti- 
tuted under the requirements of the investigation. 
Four of these patients followed subsequently suf- 
fered deterioration of diabetic control and required 
further antidiabetic therapy. The problem of 
whether or not drug therapy would have prevented 
the rapidity of deterioration must be answered by 
further and prolonged observations on many pa- 
tients. 

Only 29 patients of this total group had been 
treated with tolbutamide. Of 110 patients success- 
fully treated with DBI without insulin, in 18 tolbu- 
tamide therapy had been successful and in 11 it had 
failed. In none of the patients treated with DBI and 
insulin had diabetes been modified by the addition 
of tolbutamide to insulin or by tolbutamide alone. 

None of the patients successfully treated with 
DBI alone could be classified in the group of dia- 
betics considered to have no endogenous insulin 
production. It has been and still is our clinical im- 
pression that the successful management of the 
diabetic patient with DBI requires the presence of 
exogenous or endogenous insulin. 

Figures 1, 2, and 3 illustrate the results of DBI 
treatment during short periods of intensive obser- 
vation of representative patients with mild, moder- 
ately severe, and severe diabetes respectively. The 
dynamic activity of the drug is evident as one ob- 
serves the increase in glycosuria and glycemia 
when DBI therapy is discontinued and their con- 
trol when DBI is added to the regimen. These 
three cases represent, of course, classic responses to 
DBI. Not all subjects respond so well. 

No evidence of known toxic effects, clinical or 
biochemical, was found during this entire program 
by the methods used. The adverse effects on appe- 
tite and gastrointestinal function in some patients 
have not vet been accounted for. The appetite of 
patients able to take the drug was not affected. 
Weight gain was often observed with the establish- 
ment of good diabetic control, but an inerease in 
appetite was only occasionally reported. Nausea 
and vomiting may appear within 4 to 24 hours 
when large daily doses of DBI are given. Nausea 
may be delayed up to three to four days in suscep- 
tible patients, but dosage regulation will prevent 
vomiting. 
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Report of Cases 


Case 1.—A 27-year-old man came under our care 
in 1955, in the Bird S. Coler Hospital. His diabetes 
of five years’ duration was characterized by extreme 
lability, having required six previous hospital ad- 
missions. In all instances, four of diabetic acidoses 
and two of hypoglycemic shock, he was admitted 
in an unconscious state. During this hospital ad- 
mission the diabetes was similarly difficult to stabi- 
lize. With slight modifications of dosage from 80 to 
90 units of NPH insulin, ketosis alternated with 
hypoglycemia, often within a few hours. No evi- 
dence of infection, hyperthyroidism, or other ex- 
planation could be found for this extreme lability. 
Although the patient was a quiet withdrawn per- 
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this entire period. Twenty-four-hour urine speci- 
mens contain less than 10 Gm. of glucose per day, 
and the fasting blood sugar level ranges from 90 to 
120 mg. %. Slight modification in insulin or DBI 
dose causes failure of control. 

Case 2.—A 35-year-old woman, in 1942, when 19 
years old, had gained 18 Ib. (8.2 kg.) in four 
months; shortly thereafter she developed severe 
thirst, polyuria, and nocturia. A fasting blood sugar 
level was 172 mg. %, and glycosuria was intermit- 
tently present but ketonuria was never found. She 
lost 20 Ib. (9.1 kg.), from 145 to 125 Ib. (65.8 to 
56.7 kg.),-and the fasting blood sugar level then 
ranged from 100 to 140 mg.%. Glycosuria was pres- 
ent only after dietary excess. Two older sisters 
and a paternal uncle have diabetes mellitus. 


Blood Sugar 
400 + FASTING + 
300 + > 
200 + T 
100 + 
Urinary Sugar 
% 34 
2+ 
1+ 
70 u NPH 70 NPH 30 NPH 30 NPH 30 NPH 30 NPH 30 NPH 
plus DBI plus OBI 
100 mg.tid 100mg.tid 
Dy 2 ‘ 


Fig. 1.—Results of DBI treatment in 27-year-old man with diabetes of eight years’ duration. 


son, he did have an extremely rapid pulse rate. 
Rauwolfia (Raudixin), 100 mg., was given twice 
daily, and the tachycardia was well controlled. At 
the same time the wide diabetic fluctuations be- 
came easier to manage. Seventy-five units of NPH 
insulin per day now prevented ketosis and hypo- 
glycemic shock, although the 24-hour urine speci- 
men contained at least 45 Gm. of glucose per day. 
In June, 1956, DBI therapy was gradually instituted 
until the diabetes came under excellent control with 
25 units of NPH insulin and 200 mg. of DBI (100 
mg. of DBI twice daily). Two attempts to increase 
the DBI dosage resulted in nausea and vomiting. 
This patient is still (October, 1958) maintained 
on the above regimen. His diet contains 2,200 cal- 
ories, and his weight has been stationary during 


This patient came under the care of one of us 
(J. P.) in 1949. During a program of rigid diet 
restriction to 1,500 calories per day, the fasting 
blood sugar level ranged from 90 to 160 mg. %. 
Glycosuria was occasionally found. This patient 
was urged to take insulin but refused. Her diabetic 
status remained stationary for the following seven 
years. 

During the spring of 1956, glycosuria began to 
appear more frequently and in greater degree. The 
fasting blood sugar level was on a few occasions 
higher than 200 mg. %. The patient decreased 
caloric intake to 1,000 calories and her weight fell 
to 119 Ib. (54.0 kg.). There was never any keto- 
nuria, and she still refused to take insulin. 
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In July, 1956, therapy with DBI, 25 mg. three 
times per day, was begun and the caloric intake 
was increased to 1,800 calories per day. Her weight 
increased within two weeks to 126 Ib. (57.2 kg.) 
and has been maintained at this level. Until the 
time of writing, this patient has continued to take 
25 mg. of DBI three times daily. The last 2 p. m. 
blood sugar level (Sept. 28, 1958) was 125 mg.%. 

3.—A 76-year-old woman, in 1933, was 
found to be diabetic. The condition was well con- 
trolled with 20 units of insulin until February of 
1956, when a deterioration in diabetic control oc- 
curred without determinable cause. Insulin dosage 
was increased until 45 units of NPH insulin was re- 
quired for good control. On July 17, 1956, therapy 
with DBI, 50 mg. twice daily, and 15 units of NPH 
insulin was started. A 24-hour urine specimen was 
negative within two days. Insulin therapy was dis- 
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Fig. 2.—Results of DBI treatment in 38-year-old man 
with diabetes of 12 years’ duration. 


continued after one week, and the patient remained 
under control with 100 mg. of DBI per day in 
divided doses. 

The patient lost about 8 Ib. (3.6 kg.) during the 
next vear but was asymptomatic. It was decided in 
December of 1957 to reinstate insulin therapy to 
determine if weight might be regained. The pa- 
tient required 38 units of NPH to keep the urine 
aglycosuric, and after two weeks without weight 
gain she decided to return to DBI therapy. 

Case 4.—A 62-year-old woman during November, 
1955, developed nausea and abdominal cramps 
which continued for three days. She was hospital- 
ized and diabetes mellitus was diagnosed. She lost 
25 Ib. (11.3 kg.), 135 to 110 Ib. (61.2 to 49.9 kg.), 
during this acute episode. She was given an 1,800- 
calorie diet and required 30 units of insulin to 
maintain good control. Her weight increased to 130 
lb. (59.0 kg.) and has been so maintained. In 
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June, 1958, insulin dosage was reduced to 25 units, 
and glycosuria values for the next week varied from 
10 to 24 Gm. daily. At the end of this period 25 mg. 
of DBI was given with breakfast and the glyco- 
suria disappeared. A gradual reduction of amount 
of insulin was started and DBI dosage was in- 
creased. The patient is now aglycosuric without 
insulin therapy. The DBI dosage is 25 mg. four 
times daily. The fasting blood sugar level is 138 
mg. %. 
Comment 


The present data clearly indicate clinical useful- 
ness of this new hypoglycemic drug. When used 
carefully while titrating the drug to patients’ needs 
rather than attempting to fit patients into a rigid 
dosage pattern, it permits the cessation of insulin 
therapy in a significant percentage of diabetic pa- 
tients and is useful, together with insulin, for better 
control of many of the patients with more severe 
cases. 

There is no evidence to suggest that the action of 
DBI is cumulative. However, there may be a delay 
of several days before a_ significant therapeutic 
response becomes clearly evident. Therefore, it is 
important to continue DBI therapy at a given dos- 
age tor several days before changing the dosage or 
discarding the therapy. 

The ultimate place of DBI in the management 
of diabetes is now being established with much more 
prolonged and widespread observation. At present, 
its usefulness in each individual patient will need 
to be carefully determined, each one acting as his 
own control to evaluate the need for the drug and 
its place in the individual antidiabetic armamentar- 
ium. The accepted need for orally given hypogly- 
cemic drugs in the therapy of diabetes mellitus is 
at present limited. Unfortunately, none of those 
available can replace insulin for use in young dia- 
betic patients who are so disturbed by daily paren- 
teral therapy. Only prolonged clinical observation 
of these drugs can determine whether their use- 
fulness in obviating the need for insulin in some 
patients and in supplementing the use of insulin in 
others is desirable. 

Gastrointestinal side-effects alone appear to limit 
the already broad clinical utility of DBI. It is our 
impression that these are inherent in the drug when 
proper individual dose is exceeded and may serve 
as a useful dose regulator and perhaps a safety 
device. Patients with previous gastrointestinal com- 
plaints, anxiety, or depression, and those with 
autonomic nervous system instability, are especially 
prone to complain of side-effects and should be 
carefully watched. In some instances, DBI may 
not be the determining factor. 

As previously demonstrated, the patient's present 
age, age at diagnosis, known duration of diabetes, 
and duration of the administration of insulin did 
not predetermine the results of DBI therapy. 
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The nutritional status of the DBI-treated patient 
must be kept in balance by proper caloric and car- 
bohydrate intake. It is wise to maintain a minimum 
intake of 1,800 calories. Liberalization of diet con- 
tributes to the reduction in severity of gastroin- 
testinal reactions. 

Overzealous therapy and/or failure to consider 
premonitory signs of gastrointestinal reaction may 
result in ketonuria despite normal glycemia and 
aglycosuria. This ketonuria may also be the result 
of diminished carbohydrate intake, resulting in 
“starvation” ketosis. Recognition of this phenome- 
non, as apart from “insulin-lack” ketosis, is 
vital to the successful restoration of metabolic bal- 
ance. Reduction in the dosage of DBI should be 
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ever, the incidence of side-effects has been reduced 
in our current experience by newer dosing tech- 
niques. DBI therapy was discontinued in the re- 
maining 12% of patients in these studies for reasons 
not related to the effectiveness or side-reactions of 
the drug. 

The sole limitation on the already broad clinical 
applications of DBI appeared to be its gastrointesti- 
nal side-effects. No organ toxicity has been observed 
in any patient, including those who have been main- 
tained on this therapy for periods ranging through 
two years. Clinical studies are continuing, to de- 
lineate further usefulness of DBI and to establish 
safety over longer periods. 

2 Fifth Ave. (11) (Dr. Pomeranze ). 
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Fig. 3.—Results of DBI treatment in 69-year-old man with diabetes of 28 years’ duration. 


effected immediately. Insulin should be used with 
extreme caution, if at all. Increased carbohydrate 
intake may also be indicated, 


Conclusions 


guanide (DBI), a new synthetic, 
compound, has proved to be an 
effective hypoglycemic and hypoglycosuric medica- 
ment for oral use in the management of diabetes 
mellitus. 

In the study it was found that DBI could be used 
alone or with a reduced amount of insulin to man- 
age 62% of an unselected group of diabetic patients 
without regard for the class of diabetes. In 26% 
of all the patients treated, although good hypogly- 
cemic response was evident, gastrointestinal side- 
effects necessitated the withdrawal of DBI. How- 
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GASTROINTESTINAL BLEEDING DURING TOLBUTAMIDE THERAPY 
Maxwell L. Gelfand, M.D., New York 


Tolbutamide, a sulfonylurea compound with the 
trade name Orinase, has recently been introduced 
as an effective hypoglycemic agent for the treatment 
of diabetes mellitus. Numerous clinical investigators 
have clearly demonstrated that this drug can be 
employed with safety." A few minor complications 
have been noted, such as skin rashes, nausea, 
epigastric fulness and distress, leukopenia, jaundice, 
and symptoms suggestive of hypoglycemia, i. e., 
hunger, sweating, and anxiety.” In most instances 
these frequently disappear on discontinuance of the 
medication and as a rule they are not considered 
contraindications to further usage. Beaser,*” how- 
ever, has described gastrointestinal symptoms of a 
far more serious nature in patients on tolbutamide 
therapy. He observed, in addition to heartburn and 
upper abdominal discomfort, an exacerbation of 
ulcer symptoms in an individual with a known pre- 
vious duodenal ulcer and a sudden perforation of 
such an ulcer in another patient with no history of 
gastrointestinal disease. 

Recently, two patients were observed who de- 
veloped a gastrointestinal hemorrhage after taking 
tolbutamide for many months. The purpose of this 
report is to present these cases and call attention to 
the fact that tolbutamide may have been responsible 
for the bleeding. 


Report of Cases 


Case 1.—A 59-year-old man with known diabetes 
of 10 years’ duration had been taking 1 Gm. of 
tolbutamide daily for about eight months for the 
control of his glycosuria and hyperglycemia. He was 
admitted to the New York Infirmary: on June 17, 
1958, complaining of weakness, fatigue, and tarry 
stools of one week’s duration. He had noted some 
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Two diabetic patients, a 59-year-old man 
and a 72-year-old woman, had been re- 
ceiving tolbutamide for some months. In the 
man 1 Gm. of tolbutamide per day had 
been adequate to control the glycosuria and 
hyperglycemia; the woman had required 2 
Gm. Both were hospitalized for melena and 
other abdominal symptoms, and the man 
suffered an acute hemorrhage in addition. 
There was evidence that the bleeding was 
related to the months of medication with 
tolbutamide. When it was withdrawn, both 
patients recovered. Since there was a previ- 
ous history of peptic ulcer symptoms in both 
cases, it is suggested that tolbutamide be 
used with care in patients of this type. 


epigastric distress and bloating for several days 
prior to his admission. The history disclosed an 
episode of myocardial infarction five years before, 
with complete recovery, and a known duodenal 
ulcer substantiated by x-ray examination 15 years 
before. He stated, however, that for the last three 
years he had been entirely without discomfort and 
had been on a free diet. 

Physical examination revealed pallor of the mu- 
cous membranes and conjunctiva, but no cyanosis or 
dyspnea. The pupils were equal and regular and the 
external ocular muscles normal. The fundi showed 
evidence of second degree arteriosclerosis, accord- 
ing to the Keith-Wagoner classification. The neck 
was supple and no glands could be palpated. The 
chest was symmetrical and the expansion equal. 
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The heart was enlarged to percussion and the apical 
impulse was felt in the fifth intercostal space to the 
left of the midclavicular line. There was a grade 2 
systolic murmur over the apex and base. The 
rhythm was regular and the blood pressure was 
100/60 mm. Hg. The lungs were clear. The abdo- 
men was soft, and the liver was felt 2 fingerbreadths 
below the costal margin. On rectal examination a 
tarry, black stool was obtained, no masses were felt, 
and the prostate was moderately enlarged, without 
palpable nodules. The extremities showed no evi- 
dence of inflammation or edema. The reflexes were 
physiological. 

Laboratory examination on June 17 revealed a 
hemoglobin level of 10.8 Gm.%; red blood cell count, 
3,900,000 per cubic millimeter; white blood cell 
count, 13,750 per cubic millimiter; normal differen- 
tial and platelet count; and hematocrit, 31%. The 
bleeding and clotting time were within normal 
limits but the clot reaction time was slightly pro- 
longed. Urinalysis revealed 4+ sugar, no acetone, 
and 1+ albumin, with no casts or cellular elements. 
Chemical determinations on the blood revealed 
glucose level of 170 mg.%; urea nitrogen level, 
34.5 mg.%; creatinine level, 1.5 mg.%; cholesterol 
level, 290 mg.%; total protein level, 6.5 Gm., with 
3.8 Gm. of albumin and 2.7 Gm. of globulin; serum 
bilirubin level, 1 mg.; and cephalin flocculation 
time, 1+ in 48 hours. The stools showed a 4+ 
guaiac reaction on four occasions. The results of the 
Mazzini blood test were negative. 

Complete bed rest and a Meulengracht diet were 
prescribed. Regular insulin was given to cover the 
amount of glucose excreted in the urine. On the 
second hospital day the patient suddenly com- 
plained of marked weakness and appeared in shock. 
His blood pressure dropped to 80/60 mm. Hg and 
the hemoglobin level was reduced to 6.8 Gm.%. He 
was immediately given 2 pt. (1,000 cc.) of blood 
and within a few hours he rallied. Two days later 
he was given another transfusion of 1 pt. (500 cc.) 
of blood and thereafter there was gradual improve- 
ment in his clinical state and hematological profile. 
On the fifth hospital day he was placed on therapy 
with 25 units of NPH insulin, which controlled the 
glycosuria, and in addition was given an _anti- 
cholinergic drug, propantheline (Pro-Banthine), 
and an antacid (Gelusil, 0.5 Gm. of magnesium tri- 
cilicate and 0.25 Gm. of nonreactive aluminum 
hydroxide gel) in the conventional dosage. 

On June 26, a gastrointestinal series revealed a 
normal esophagus and a deformed duodenal cap, 
the latter compatible with a diagnosis of chronic 
duodenal ulcer. A barium enema and _ sigmoido- 
scopic examination were normal. The x-ray of the 
chest disclosed cardiac enlargement with some dila- 
tation of the aorta. The electrocardiogram showed 
myocardial damage, with evidence of an old anterior 
wall infarction and right bundle-branch block. 

The patient was discharged on July 1, on a conva- 
lescent ulcer regimen and therapy with 25 units of 
NPH insulin. He was warned not to take tolbuta- 
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mide in the future. Follow-up studies disclosed no 
further bleeding from the gastrointestinal tract. 

Case 2.—A 72-year-old woman with known dia- 
betes of 15 years’ duration and hypertensive and 
arteriosclerotic heart disease which had been pres- 
ent for a decade was admitted to the hospital on 
Aug. 3, 1958, because of epigastric pain, weakness, 
and tarry stools of four days’ duration. She had 
taken 2 Gm. of tolbutamide daily for the past 10 
months, with adequate control of the diabetes. Her 
history also disclosed the presence for many years of 
gastrointestinal symptoms suggestive of an ulcer, 
but at no time had such a lesion been demonstrable 
roentgenographically. 

Physical examination revealed considerable pallor 
of the skin, mucous membranes, and scleras but no 
dyspnea or cyanosis. The pupils were equal and 
regular and the external ocular muscles normal. 
Cataracts were present in both eyes and the fundi 
showed considerable arteriosclerosis of the retinal 
vessels. There were no masses in the neck. The heart 
was enlarged to the left on percussion and the apical 
impulse was felt in the sixth intercostal space to the 
left of the midclavicular line. A rough systolic 
murmur was audible at the base and apex. No thrills 
were felt, the rhythm was regular, and the blood 
pressure was 140/90 mm. Hg. The lungs were clear. 
The abdomen was soft and the liver palpable 2 
fingerbreadths below the costal margin. There was 
a considerable amount of tarry stool in the rectum 
but no masses could be detected. The extremities 
showed varicosities but no edema or inflammation. 
The reflexes were normal. 

Laboratory examination revealed a hemoglobin 
level of 7.9 Gm.%; white blood cell count, 12,500 
per cubic millimeter; red blood cell count, 2,900,000 
per cubic millimeter; platelets, 125,000; and a nor- 
mal differential. The hematocrit was 22%. The bleed- 
ing and clotting time and the clot retraction were 
normal. Urinalysis disclosed 2+ albumin and 3+ 
sugar but no acetone. There were a few hyaline 
casts and 10-12 white blood cells per high-power 
field. An x-ray of the chest taken a day after admis- 
sion demonstrated enlargement of the heart in the 
transverse diameter, with dilatation of the aorta and 
normal lung fields. 

Bed rest and a Meulengracht diet were prescribed 
and the patient was given 2 pt. (1,000 cc.) of blood 
within a period of four days. Thereafter there was 
a gradual rise in the blood cell count and hemato- 
crit level. She was also given 25 units of protamine 
zinc insulin daily, which adequately controlled the 
diabetes. 

On the 16th hospital day a gastrointestinal series 
and an esophagram were performed and reported to 
disclose no evidence of ulcer or esophageal varices. 
An incidental finding was calcification of the splenic 
artery. A barium enema and sigmoidoscopic exam- 
ination were normal. 

On the 18th hospital day signs of heart failure 
developed, requiring diuretics and an increase in 
the dose of digoxin which she had been taking on a 
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maintenance basis. In a few days the patient recu- 
perated and on the 30th hospital day was discharged 
on an ulcer regimen therapy with 25 units of prota- 
mine zinc insulin. She was cautioned against the 
use of tolbutamide. Follow-up to date disclosed no 
evidence of any gastrointestinal bleeding. 


Comment 


The patients described above were elderly dia- 
betics who were well controlled on tolbutamide 
therapy and a fairly free diet not requiring addi- 
tional insulin. Thus, the indication for the use of 
this new hypoglycemic agent could not be ques- 
tioned. The dosage was within the limits suggested 
by most observers, i. e., not exceeding 3 Gm. a day, 


and in both instances the drug was taken for many 


months before the symptoms referable to the gastro- 
intestinal tract developed. It is also evident that no 
medicament other than digoxin was being admin- 
istered to either of these subjects. The symptoms 
and signs of weakness, epigastric pain, tarry stools 
positive to guaiac, anemia, low hematocrit value, 
and clinical improvement after blood replacement 
clearly indicate bleeding from the intestinal tract. 
The positive roentgenologic evidence of a duodenal 
ulcer in one patient and the history of symptoms 
compatible with such a lesion in the other suggest 
that the source of the hemorrhage was probably in 
the upper part of the gastrointestinal tract. 

The fact that the above patients presented the 
clinical picture of a gastrointestinal hemorrhage 
while taking tolbutamide for many months intro- 
duces the possibility of a cause and relation between 
the ingestion of this drug and the development of 
such a lesion. Recently the problem of gastrointesti- 
nal bleeding and drug ingestion has received con- 
siderable attention in the literature.’ Many of the 
newer agents introduced into the field of thera- 
peutics for a variety of illnesses have been impli- 
cated. There is considerable experimental and 
clinical evidence to suggest that reserpine (Serpasil), 
phenylbutazone, steroids, salicylates—either 
alone or in combination with steroids (Cordex [0.5 
mg. of prednisolone and 300 mg. of acetylsalicylic 
acid] and Sigmagen [0.75 mg. of prednisone, 325 mg. 
of acetylsalicylic acid, 20 mg. of ascorbic acid, and 
75 mg. of aluminum hydroxide])—can produce pep- 
tic ulcers, with or without bleeding.* The fact that 
so few individuals develop this complication, despite 
the extensive use of these drugs, is no argument 
against its occurrence. 

The exact mechanism whereby drugs in general 
can produce bleeding in the gastrointestinal tract is 
by no means clear, and many theories have been 
propounded. The most likely causes suggested are 
(1) increased gastric secretion, leading to peptic 
erosion and ultimate bleeding; (2) a local factor 
consisting of injury to the mucus-producing cells or 
blood vessels of the gastric or duodenal mucosa, 
resulting in diminished tissue resistance; (3) a 
hypersensitivity reaction, with damage to the capil- 
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laries of the mucosa; (4) a humoral factor; and 
finally (5) an effect on the hematopoietic system, 
causing either increased capillary fragility or 
thrombopenia and thus interfering with the normal 
clotting mechanism.‘ In many instances a drug can 
produce bleeding in more than one way. Some be- 
lieve that each drug behaves in its own character- 
istic manner according to the so-called drug species 
reactivity. 

The precise modus operandi of tolbutamide in 
producing bleeding in the intestinal tract is not 
known. Although numerous hematological determi- 
nations have been made during the course of tolbu- 
tamide therapy in a large number of clinical trials 
without the demonstration of any gross abnormal 
findings other than leukopenia, there is evidence 
to indicate that carbutamide, a somewhat similar 
sulfonylurea, can produce anemia, thrombopenia, 
and increased capillary fragility.” I have encoun- 
tered a case of leukopenia with a purpuric skin rash 
after the use of tolbutamide. There are as yet no 
reported data regarding the effect of tolbutamide 
on gastric secretion or on the gastric mucosa itself. 

Thus, the fact that tolbutamide has been known 
to cause gastrointestinal symptoms suggestive of 
peptic ulcer as well as the reactivation of an old 
ulcer, with or without perforation, and also that a 
purpuric eruption on the skin can occur after the 
use of the drug suggests a possible direct relation 
between the intestinal bleeding in the above cases 
and the ingestion of tolbutamide over a prolonged 
period. This observation indicates the need for 
caution in the use of the drug in the presence of a 
history of gastrointestinal symptoms. 
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HYPOGLYCEMIC INSULIN REACTIONS WITHOUT WARNING SYMPTOMS 
Marios C. Balodimos, M.D. 


and 


Howard F. Root, M.D., Boston 


Hypoglycemic reaction due to the administration 
of insulin in diabetic patients is a frequent occur- 
rence and is, in a mild form, usually harmless. It is 
even considered by some students to be an indica- 
tion of good control. The manifestations of these 
reactions are varied, but most patients have indi- 
vidual premonitory signals, which are more or less 
constant in their case and peculiar to the particular 
type of insulin being used.' Diabetics taking in- 
sulin have learned to recognize the onset of a hypo- 
glycemic reaction and to stop its further progression 
by taking carbohydrate at once. In an eight-month 
period 1,121 mild hypoglycemic reactions occurred 
in the wards of the New England Deaconess Hos- 
pital, and all were relieved by the taking of carbo- 
hydrate. The danger of such mild reactions, when 
treated promptly, is nil. 

On the other hand, a hypoglycemic reaction that 
progresses to a level of confusion or unconscious- 
ness, in addition to the inconvenience and social 
embarrassment to which it gives rise, has both the 
immediate danger of bringing about a serious acci- 
dent and the future danger of cerebral anoxia and 
cerebral damage, if prolonged or repeated. 

A group of diabetic patients has appeared in the 
last few years who no longer recognize the usual 
warning symptoms of an approaching hypoglycemic 
reaction. These patients, while awake, pass quickly 
into confusion and even lapse into stupor or uncon- 
sciousness, with or without convulsions. They are 
completely unaware of the usual warning symptoms 
(hunger, tremor, sweating, and diplopia), the “alarm 
signal” on which they have long relied as indicating 
the need for taking carbohydrate. The series of 116 
consecutive cases described in the present paper 
have features which deviate from the usual descrip- 
tion of insulin reactions. Although similar cases are 
seldom reported, we are sure that such patients will 
pose serious problems in the future. 


Clinical Features 


Statements by patients with such reactions may 
be summarized by the following report: 

“I used to have hunger, sweating, tremor, or 
blurring of vision; [I] knew therefore that a reaction 
was coming, and I had time to do something about 
it. Lately some [or all] reactions come on without 
my usual or any other warning. It may come on me 
in the daytime, while awake and at work, or at 
social meetings, or at home. I do not feel anything 
wrong. I may continue doing my work automati- 


From the Joslin Clinic and New England Deaconess Hospital. 


Hypoglycemic reactions have been found 
to occur in certain diabetic patients without 
the usual warning symptoms. This danger 
makes the control of diabetes difficult. It 
was studied in 116 diabetics who in the past 
had been able to use preventive measures 
but who found that the onset of confusion or 
unconsciousness had become so sudden that 
medical attention became a necessity. The 
average duration of the illness in this group 
was 10 years, and 64 patients were 10 Ib. 
(4.6 kg.) or more underweight, but as in- 
dividuals the patients were no different from 
the usual diabetics, and the reason for the 
absence of premonitory symptoms was not 
discovered. The possibility of such reactions 
has social, medical, and legal implications 
for the diabetic. A dietary management is 
outlined. 


cally or I may act irrationally or even pass out com- 
pletely, without having understood that I was in-a 
reaction.” 

We excluded from the study all patients in whom 
the reactions occurred during sleep, and all patients 
recently started on insulin treatment who did not 
know the manifestations of a reaction. Conse- 
quently, the majority of these patients had had 
diabetes for a long period of time, had had insulin 
reactions in the past, knew the early symptoms, and 
should have been able to recognize the warning. 
It is conceivable that, in some instances, patients 
preoccupied by worries or problems may have over- 
looked the warning symptoms. Certainly this was 
not a major factor in the etiology of the reactions 
in this group. 


Clinical Data 


This series of 116 patients included 60 males and 
56 females. A striking feature was the long duration 
of their disease: only 15 men and 8 women had had 
diabetes less than 10 years, 18 men and 26 women 
had had it for 10 to 20 years, and 27 men and 22 
women had had the disease for more than 20 years. 
The average duration of disease in these patients 
was 18 years. Forty-nine patients had taken insulin 
for a period of 20 to 35 years each, while only 23 
had taken it for less than 10 and none for less than 
2 years. In the remaining 44 the diabetes was dis- 
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covered and treatment started between 10 and 20 
years earlier. Many patients had been observed and 
their progress followed by members of the Joslin 
Clinic for periods up to 35 years. Actually, 36 pa- 
tients were seen for the first time prior to 1940 and 
38 more before 1951. Forty-two patients were seen 
for the first time after 1952, with this type of re- 
action as their chief complaint. The degenerative 
complications, including retinitis and premature 
arteriosclerosis, had an incidence similar to that in 
a comparable group of diabetics with disease of 
that duration. The control of their disease over the 
years ranged from good to poor. Some had had 
frequent insulin reactions, others an occasional one. 

Only 4 men and 1 woman were under 20 years of 
age; 24 men and 25 women were between 21 and 
40, and 32 men and 30 women were over 40 years 
of age. The average age was 44 and the median age 
41 years. The median age for living diabetics is 
56.4 years.' Our group, then, was younger than the 
average diabetic population, especially when the 
long duration of their disease is considered. The 
age at onset of diabetes was under 15 years in 33 
cases and between 15 and 30 years in 48 cases. 
However, the frequency of underweight was strik- 
ing. In effect, 29 men and 35 women of the 116 
were more than 10 lb. (4.5 kg.) underweight, as 
calculated from actuarial tables. This remarkable 
prevalence of underweight adults in our group con- 
trasts sharply with the average diabetic population 
of this age. 

The insulin dosage in our group varied from less 
than 20 units daily in 3 cases (2 men and 1 woman) 
through between 21 and 40 in 61 (26 men and 35 
women) and 41 and 60 in 36 (20 men and 16 
women), to more than 60 units in 16 (12 men and 4 
women), so that in 97 cases the range was between 
20 and 60 units daily. 

The distribution of the different tvpes of insulin 
used in therapy was comparable to that in the rest 
of the diabetic population, with isophane (NPH) 
insulin predominating. Some of the patients attrib- 
uted their present distress to a change to isophane 
insulin from another type and an occasional one to 
a change to lente or protamine zinc insulin. How- 
ever, no clear relation between the type of insulin 
employed and the peculiar character of these re- 
actions could be demonstrated. We believe there is 
no etiological connection between the two. 

The possibility that by error these patients re- 
ceived large doses of insulin which precipitated the 
reactions could not be supported by any evidence. 
The above dosage range is consistent with the fact 
that many in the series were unstable diabetics and 
sensitive to changes in dosage of even 2 units of 
insulin. These small variations in dosage or varia- 
tions in diet, exercise, or both made the difference 
between insulin reactions and glycosuria. 

Fluctuating as it does, the blood sugar level in 
these patients drops quickly to a critical level with- 
out arousing symptoms. It takes only a slight addi- 
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tional drop, either from exercise or from the insulin, 
to throw them into confusion or unconsciousness. 
One may liken the situation to a chemical reaction, 
in which a single crystal can precipitate a saturated 
solution. 

Blood sugar levels, as observed in these patients, 
were not strikingly different from levels observed in 
other patients who had ample warning of approach- 
ing reactions. Thus, in most patients blood sugar 
levels of from 40 to 60 mg.% (Somogyi-Nelson ) 
were observed during reactions; however, it must 
be admitted that in many of the reactions that 
occurred outside the hospital no blood sugar levels 
were determined, at least until after the patients 
had received some treatment. Although no final 
conclusions can be drawn, it does not appear that 
these patients’ reactions are characterized by ex- 
cessively low blood levels of glucose, such as 10, 20, 
or 30 mg. %. Serious accidents did occur, some of 
which might well have had major legal complica- 
tions. An illustrative case follows. 

A man, aged 35, had had diabetes for 10 years. 
He was known to be an unstable patient, and his 
insulin dosage had at times varied from as little as 
20 or 25 units to as much as 40 or 45 units per day. 
On a day in October, 1953, he was driving his car 
at about 2 p. m. and on rounding a curve in the 
road crashed into another car. He was unconscious 
at the wheel and was taken by police to a suburban 
hospital, where at first the diagnosis of cerebral 
concussion and possible fractured skull was made. 
However, in his wallet was found an identification 
card, such as is routinely provided for diabetic 
patients nowadays, on which were printed clearly 
the words, “I Am Diabetic.” Therefore, a blood 
sugar level estimation was made and a value of 38 
mg.% obtained. This showed hypoglycemia was 
present and treatment was begun. However, he re- 
mained unresponsive and was transferred to New 
England Deaconess Hospital. Here, the blood sugar 
level was raised by intravenous administration of 
dextrose, but during the next 10 days he remained 
completely disoriented and very active, so that he 
required restraint and was kept in a bed under a 
net. No fractures were present. It was obviously 
difficult to determine whether cerebral concussion 
was a major factor or whether hypoglycemia com- 
plicating cerebral concussion explained the mental 
picture. Actually, within two or three weeks his 
recovery was complete, and he has continued under 
active treatment since. On reviewing with the pa- 
tient, after his recovery, the events preceding this 
insulin reaction, retrograde amnesia was probably 
a main factor in rendering it practically impossible 
to ascertain whether he had actually eaten his 
lunch that day. He had been in a hurry and per- 
haps had taken no lunch, and this constituted an 
explanation for the hypoglycemia. How long the 
hypoglycemia had existed before the automobile 
accident is a matter for conjecture. 
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Violence with danger to other persons, although 
it has been reported in spontaneous hypoglycemia,’ 
did not occur in the 116 cases in this series, in spite 
of the belligerence, obstinacy, and often resistance 
to measures by the family which were intended to 
treat the obvious hypoglycemia. 

Retrograde amnesia, for periods varying from a 
few minutes to an hour or more before the actual 
evidences of the serious reaction, occurred in nearly 
all patients of this series. During this time they 
acted normally, although perspiration and some 
other evidences of hypoglycemia might have been 
evident to an observer. Later no recollection of 
events in this period was possible. In this state of 
haziness some patients concluded business agree- 
ments or made unreasonable promises. No clear 
relation between the degree of hypoglycemia and 
this amnesia could be made out. Thus, blood sugar 
levels of 40 mg.% or less were observed in occa- 
sional patients with only brief periods of amnesia, 
and similar levels were noted in patients with much 
more prolonged periods of amnesia. 

Electroencephalograms were obtained in 22 pa- 
tients of the series. In 10 patients the tracings were 
abnormal, indicating a lowered seizure threshold 
in 5 and some ill-defined focal abnormality in 5 
others; yet in no instance were these tracings re- 
garded by consultants who interpreted them as 
clearly indicative of epilepsy. The consultants’ typi- 
cal conclusion from these was: “Mildly abnormal 
dysrhythmic EEG, showing mild cortical instability 
both at rest and under physiological stress.” The 
first type of abnormal electroencephalographic pat- 
tern occurred in five patients whose diabetes had 
begun prior to their 15th year. Of the five adults 
with abnormal EEG’s three had the onset of dia- 
betes at age 16, one at age 22, and one at age 24 
years. It might be said that all the abnormal trac- 
ings occurred in patients whose diabetes was of the 
juvenile type. 

Finally, a clinical feature of importance is the 
fact that in some patients reactions with the usual 
warning symptoms occurred on some occasions, al- 
though frequently reactions without warning oc- 
curred without the patient's being able to recall any 
unusual circumstances, such as excessive exercise or 
lack of food, which are commonly known as causa- 
tive factors in most insulin reactions. 


Comment 


The increasing incidence of such reactions among 
diabetic patients who have taken insulin for long 
periods of time clearly poses a problem in future 
treatment. Some patients lose morale and err in the 
opposite direction with the result of uncontrolled 
diabetes. This attitude increases the risk of diabetic 
complications. Fortunately, improvements in under- 
standing of the problem and particularly in the ad- 
justment of diet and insulin dosage make it possible 
for the cooperative and intelligent patient to over- 
come this problem. 
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Possible factors explaining this change in the 
response of the central nervous system to insulin- 
induced hypoglycemia involve consideration of the 
many causes of hypoglycemia. The mechanism in- 
volved in the production of symptoms resulting 
from hypoglycemia may be complicated and varied, 
as indicated by experimental physiological and 
pathological observations of animals and human 
beings. Variations in response to low blood sugar 
levels may depend on differences in the patient's 
own nervous system, especially on metabolic differ- 
ences in various portions of the brain. Genetic dif- 
ferences have been demonstrated in certain ani- 
mals.” In many patients the rate at which the blood 
sugar level falls determines the development of 
symptoms, and in the cases under discussion such 
changes may have been important. Differences in 
age are illustrated by the fact that newborn babies 
may have “true” glucose values (Somogyi-Nelson) of 
from 10 to 30 mg.% in venous or capillary blood 
without symptoms, whereas such levels in older 
patients usually, although not always, are accom- 
panied by definite symptoms. Capillary blood sugar 
values usually run 20 to 30 mg.% higher than the 
values in venous blood, except at low blood sugar 
levels. Blood sugar values from venous blood of 15 
to 25 mg.%, obtained by the blood sugar methods 
commonly used, must be regarded as representing 
almost entirely non-glucose-reducing substances. 
During severe insulin reactions there may actually 
be no “true” glucose in the blood. 

Conditions which cause spontaneous hypogly- 
cemia without the administration of insulin must be 
considered. Among these are organic lesions which 
stimulate increased insulin production, as in pan- 
creatic islet cell adenoma and carcinoma or lesions 
of the central nervous system, such as of the hypo- 
thalamus. Hyperplasia of the islands of Langerhans 
might occur, but it is notable that in the cases under 
discussion there is not the typical fasting hypo- 
glycemia, nor is there a constant type of symptom 
from low blood sugar levels. Deficiency of insulin 
antagonists, as in cases of anterior pituitary hypo- 
function, adrenocortical hypofunction, and espe- 
cially deficiency of available glucose, as in hepatic 
disease, must be remembered. In the cases under 
discussion results of studies designed to bring out 
such factors were universally negative. No evidence 
whatever of liver disease or other glandular dis- 
orders of the pituitary or the adrenal could be 
elicited by the ordinary methods of study. 

In studies of patients undergoing treatment by 
insulin hypoglycemia for schizophrenia, reported 
by Himwich * and others, the final development of 
coma was usually preceded by a characteristic 
series of symptoms. This series began with per- 
spiration, motor excitement, and depression of cor- 
tical and cerebellar activity. The symptoms pro- 
ceeded in an ordinary fashion, each step apparently 
being phylogenetically related by cerebral localiza- 
tion to areas of the brain. In the fifth and final phase 
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the release of the lower medulla oblongata was a 
danger sign. In our series of patients one must 
hypothesize some influence on the brain, which 
obscured or annihilated the usual early response 
to hypoglycemia. One’s first thought is that this in- 
fluence must be metabolic, in relation to the brain’s 
response to marked hypoglycemia. 

The most characteristic feature in severe hypo- 
glycemia is the reduction in oxygen uptake from 
arterial blood by the brain as a whole. This seems 
to mean a reduction in the ability of brain cells to 
utilize oxygen in this condition. Probably this re- 
duction in the utilization of oxygen may vary in 
different parts of the brain, particularly in relation 
to circulatory influence. The high oxygen consump- 
tion of the brain compared to its weight (20% of the 
total in a resting adult and up to 50% in a child) 
indicates the continuous dependence of the nervous 
tissue on oxygen for its metabolism.’ The similar 
pattern of symptoms that follows both hypoxia and 
hypoglycemia points to an analogous mechanism." 
Earlier studies and conclusions that the brain uses 
glucose almost exclusively for its energy metabolism 
because it is practically unable to utilize any other 
substance require some modification. In recent ex- 
periments with radioactive carbon (C'*)-labeled 
glucose and its utilization by the brain, Geiger * 
showed that it metabolizes also amino acids and 
some lipids, provided glucose is present. The brain 
can survive without glucose for an hour, if its blood 
supply is increased threefold. 

Cerebral vasoconstriction, shown to be a factor 
in induced hypoglycemia, coma, and convulsions, 
alleviated or prevented by the use of vasodilators 
(amyl nitrite, nicotinic acid),“ might be hypothe- 
sized, particularly in our older patients. If one 
recalls the fact that hypoglycemia induces epineph- 
rine secretion, some such influence on certain vas- 
cular areas might be supposed to occur. Repeated, 
prolonged hypoglycemic reactions have been shown 
to produce organic brain damage with mental de- 
terioration, neurological deficits, or focal cerebral 
damage and secondary epilepsy.” In the series 
under discussion no such permanent organic dam- 
age resulted. It is conceivable that cerebral damage 
with reduced perception and recognition of symp- 
toms, either from long-standing diabetes and the 
more severe arteriosclerosis or from cerebral dam- 
age due to frequent reactions, is an explanation for 
the patients’ loss of recognition of symptoms. How- 
ever, this was not supported by any definite find- 
ings, objective or subjective. Their mental capabil- 
ities were average and in no way inferior to those of 
other diabetics or of normal persons. 

The influence of excessive smoking, particularly 
of inhaled cigaret smoke, has been studied in rela- 
tion to functional hypoglycemia by Creek '® and 
Bohan and Berry.'' Heavy smokers were found to 
have an increased amount of carboxyhemoglobin 
in the blood,’® which apparently accentuated cere- 
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bral dysfunction during hypoglycemia. In_ this 
group of 116 patients 42% were nonsmokers, 51% 
were moderate smokers, and only 7% smoked more 
than 20 cigarets daily. | 

The possibility that these unusual reactions are 
actually epileptic equivalents was thoroughly con- 
sidered in consultation with various neurologists 
over the years.'? The common statement by patients 
is that the ordinary insulin reaction with the usual 
warnings is a different experience from these un- 
predictable reactions. The existence of retrograde 
amnesia makes it difficult to record any possible 
aura. However, in one instance a man, aged 32, 
remembered that he had felt slightly hungry before 
he became unconscious and had a convulsive at- 
tack. Dr. Cesare Lombroso, who examined him, 
could find no evidence from the history, the neuro- 
logical examination, or the EEG of any focal neu- 
rological disease or of diffuse encephalopathy. In 
his case, however, the presence of some auras did 
raise the question of the possibility of seizures 
occurring outside the hypoglycemia as outside the 
influence of the hypoglycemic precipitant factors. 
Certainly it is true that among a large series of 
diabetics occasional cases of epilepsy occur.'* In 
some of these the epileptic seizure is not produced 
by even severe hypoglycemia but apparently is 
conditioned solely by other factors. In the present 
series recovery from the unusual reactions always 
occurred under the influence of the administration 
of glucose orally or intravenously. No tendency to 
prolonged sleep or drowsiness after recovery from 
the hypoglycemia occurred. The use of anticonvul- 
sive drugs, such as diphenylhydantoin (Dilantin) 
sodium, has been tried in a few of these patients, 
without any definite or significant therapeutic bene- 
fit being observed. 

Neuropathy of the autonomic nervous system is 
not infrequent in patients with diabetes of long 
duration. The manifestations are variable but char- 
acteristic (lack of sweating, orthostatic hypotension, 
impotence, and intestinal and bladder disorders) 
and simulate the effects of sympathectomy. Symp- 
toms of hypoglycemia are mediated by the sympa- 
thetic nervous system. A neuropathy affecting this 
or the higher cerebral centers, with impaired recog- 
nition of the usual symptoms, could play an impor- 
tant role in the etiology of these reactions. Laurence 
and Stacey ‘* cautioned that patients under treat- 
ment with hexamethonium chloride may get re- 
actions without warning because of blockade of the 
sympathetic nervous system. Certain patients in 
this series had at times some manifestations of 
autonomic neuropathy, but no correlation could be 
made between such symptoms or findings and the 
actual occurrence of the reactions without warning. 

Such disturbance of liver function as might con- 
tribute to this serious hypoglycemia could not be 
demonstrated in any of the patients. A possible 
decreased production or exhaustion of glucagon is 
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without any support as a hypothesis.'* That these 
unusual reactions occur in persons with a decreased 
liver glycogen reserve, analogous to the situation in 
starvation with nonavailability of carbohydrate sub- 
stances for maintaining blood sugar levels, is also 
possible. 

Treatment and Prevention 


Treatment of serious hypoglycemic reactions by 
the administration of carbohydrate orally or intra- 
venously, in amounts which vary from 10 to 50 Gm., 
has always been successful. The greater depth of 
hypoglycemia in certain patients in this series re- 
quired sometimes as much as 60 or 70 Gm. of 
dextrose intravenously for complete recovery. The 
use of epinephrine, 0.5 cc. of a 1:1,000 solution, 
given subcutaneously even by members of the 
family, may bring about improvement to a point 
where oral administration of carbohydrate can be 
continued. The use of glucagon administered by 
subcutaneous injection (1 cc. ampul) seems to be 
quite effective in some patients in whom an ade- 
quate supply of liver glycogen is present; but in 
other instances where, by reason of lack of food or 
excessive exercise, the glycogen supply has seemed 
to be depleted, it has not always been effective. 

The prevention of recurring hypoglycemia 
seemed best accomplished in this series by arrange- 
ment of the diet, frequent testing of the urine, and 
regular medical supervision. In general, diets of 
moderate carbohydrate content, ranging from 150 to 
200 Gm. per day, seemed preferable to the higher 
carbohydrate diet and safer than diets planned 
with low carbohydrate and high protein and fat 
contents. In addition to the three meals patients 
have frequently taken 10 or 15 Gm. of carbohydrate 
as snacks at midmorning, midafternoon, and at bed- 
time. In more sensitive patients the number of feed- 
ings has sometimes been increased to eight during 
the waking hours. Basic insulin of the isophane or 
lente type with added regular insulin taken before 
breakfast was often supplemented by a small dose 
of regular insulin at bedtime. In some, division of 
the dose of intermediate insulin, such as isophane, 
into two doses, one before breakfast and one be- 
fore the evening meal, has been effective. Patients 
need (1) repeated instructions in planning their 
food intake according to anticipated extra exercise 
and (2) constant emphasis on the absolute neces- 
sity of regularity in hours of meals and exercise. 
All diabetic patients taking insulin should carry 
some sugar or candy in their pocket or automobile 
for use in any suspected insulin reaction. An identi- 
fication card which not only states the existence of 
diabetes but also gives the name, telephone number, 
and address of the family physician, as well as the 
name of the patient, should be carried in the pocket- 
book or wallet. 

The orally given sulfonylureas are usually not 
effective in these patients and cannot substitute for 
the insulin. Recently Krall and co-workers '* reported 
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their results in a trial with use of the new orally 
given hypoglycemic agents, in juvenile-type dia- 
betics in whom tolbutamide is ineffective. Some of 
the patients with these reactions were placed on 
therapy with the diguanides (DBI and DBB), 
either alone or with small doses of insulin. The 
blood sugar levels were stabilized, hypoglycemic 
reactions were practically eliminated, and the con- 
trol of the diabetes became more satisfactory. 

Sorbitol, a polyalcohol in 70% solution which is 
absorbed and released to the blood slowly, was 
given to some of our patients (2 to 5 Gm. orally four 
times daily) in an attempt to provide the blood 
continuously with a carbohydrate and _ eliminate 
the reactions. The results were not particularly 
helpful, especially in children.” 

A few patients were instructed to do frequent 
capillary blood sugar determinations in a home 
laboratory or use a home set for blood sugar 
analysis whenever possible, in an attempt to keep 
closer control of their diabetes. This is of course 
only rarely necessary or desirable. 

Preventive agents were not used routinely. Anti- 
convulsants, cerebral vasodilators, vitamin By», or 
thiamine chloride were given only if there was an 
indication other than these reactions. 


Summary 


Sudden unconsciousness or grave mental con- 
fusion occurred in 116 diabetic patients as a result 
of hypoglycemic insulin reactions without the usual 
warning symptoms. The patients had taken insulin 
for many years and had learned to rely on the 
specific symptoms and to take carbohydrate to pre- 
vent insulin shock. The change to these reactions 
occurred without apparent cause. Possible explana- 
tions include (1) cerebral vascular or metabolic 
changes, (2) diabetic neuropathy involving the 
autonomic nervous system, (3) a metabolic ab- 
normality in the availability or release of glucose, or 
(4) epileptic equivalents. 

The treatment of the diabetes for the prevention 
of such reactions must include adjustment of in- 
sulin dosage, long-acting insulin in the early part of 
the day and, usually, short-acting insulin for the 
later dose, and careful dietary management with 
frequent between-meal snacks. 

15 Joslin Rd. (Dr. Root). 
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PSYCHOTHERAPY OF ALCOHOLISM 


Frederick Lemere, M.D., Seattle 


The recognition of alcoholism as a disease by the 
American Medical Association and the public in 
general has put increasing responsibility on the 
physician to care for patients suffering from it. In 
fact, alcoholism is now considered to be our fourth 
most serious public health problem, being out- 
ranked only by mental illness, heart disease, and 
cancer. This presents not only an obligation but 
also an unusual opportunity for the medical profes- 
sion to try to help solve one of mankind’s oldest 
and most universal afflictions. 

Although these difficult and troublesome patients 
often tax one’s tolerance and skill to the utmost, 
more and more doctors are responding to the chal- 
lenge of pleas for help from the alcoholic and his 
family. Many of the crises that the alcoholic faces 
are medical in nature, and the physician may be in 
a unique position to start the patient on the road to 
recovery. 

Therapy 


Attitude of Physician.—Before undertaking treat- 
ment the therapist must first examine and clarify 
his own attitudes. Any feelings of contempt, ridi- 
cule, disgust, superiority, or criticism are quickly 
detected by the alcoholic and will negate efforts to 
be of help. The patient undoubtedly has already 
been sufficiently condemned by others, including 
himself, so the physician can afford to be charitable 
and objective. 


From the Department of Psychiatry, University of Washington 
School of Medicine, and the Shadel Hospital. 

Read before the Section on Nervous and Mental Diseases at the 108th 
Annual Meeting of the American Medical Association, Atlantic City, 
June 10, 1959. 


The traditional medical approach to the treat- 
ment of alcoholism has been sobering-up techniques 
followed by physical and mental rehabilitation. The 
physical care of these patients is reasonably satis- 
factory, but the psychotherapeutic results leave 
much to be desired. If one takes the trouble to fol- 
low the progress of these patients over a period, 
it will be found that most of them have relapsed. 
Theoretically, psychotherapy should be the answer 
to alcoholism. That it has not been is due to many 
factors, among which are the complex nature of the 
disease, social pressures to drink, the escape value 
of alcohol, and the need for a more definitive attack 
on the drinking problem itself. 

It is generally agreed that the only cure for 
alcoholism is total and permanent abstinence. Al- 
though this is not always attainable, because of 
resistance on the part of the patient, the therapeutic 
goal should be lifelong sobriety. 

Recognition of Problem.—The first step toward 
this objective is to get the patient to recognize that 
he has a drinking problem. This is by no means easy 
to accomplish, for, once the alcoholic admits this, 
he must consider giving up what appears to have 
become an indispensable crutch or way of life. The 
fear of having to live without alcohol will drive the 
victim to lie about, deny, minimize, and rationalize 
his drinking. It does little or no good to argue with 
the patient over whether he is an alcoholic or not, 
since he may react only by bolstering his defenses 
with the statement that he can drink or leave it 
alone and proceed to try to prove the former. 
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The existence of a drinking problem can some- 
times, however, be brought out by asking the pa- 
tient in a sympathetic manner whether his health 
has suffered from excessive drinking. Has drinking 
caused him to feel physically run down, mentally 
sluggish, or nervous? Has it interfered with his 
work through time loss or inefficiency? Has it 
caused dissension at home with his wife and 
family? Has it led to trouble with legal authorities 
or to arrests? Have there been any “blackouts” 
when he didn’t remember what he was doing when 
drinking, any delirium tremens or convulsions, or 
any previous hospitalizations or treatments for 
drinking? It may even be advantageous to confront 
the patient with some of his transgressions, as re- 
ported by his wife or employer, provided the physi- 
cian remains neutral and simply asks whether these 
accusations are true or not. If the patient still 
denies having a drinking problem, there is no point 
in pursuing the subject further except to help him 
to sober up and tend to his physical needs as they 
arise. 

Sooner or later (and this may be many vears 
later) the alcoholic may admit to having a problem 
and ask what can be done about it. At this juncture 
the physician must be explicit about there being 
only one real remedy for this ailment and that is to 
stop drinking. The admonition to “cut down on the 
drinking” is not only useless but a great disservice, 
for it gives the patient an authoritative excuse for 
many more years of disastrous imbibing. The pa- 
tient may still reject sobriety as a solution for his 
problem, in which event the physician can only 
await further developments. 

Although others may profitably put pressure on 
the alcoholic to stop drinking, the doctor should do 
so only if there is a serious physical complication 
such as cirrhosis or delirium. It is proper to tell the 
patient that because of these or other reasons he 
should stop drinking, but too frequent warnings 
will only serve to drive him away. The best time to 
talk to a patient about quitting is the first day or two 
after a drinking bout when he is in the depths of a 
hang-over and remorse. The physician should al- 
ways assure the patient that assistance will be forth- 
coming at any time he requests it and is willing to 
cooperate with a treatment program. 

The most challenging time of all comes when 
the patient finally decides for himself that he must 
stop drinking and asks for help. The doctor's in- 
fluence and support are invaluable, especially if he 
has carried the patient through several alcoholic 
crises in the past. An attempt to find out why the 
patient drinks is an essential part of any treatment, 
but this usually needs to be reinforced by a more 
direct attack on the drinking habit itself. Disulfiram 
(Antabuse), conditioned-reflex aversion methods 
where available, Alcoholics Anonymous, and minis- 
terial help are valuable adjuncts to therapy. Fre- 
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quent contacts with the patient, such as an office 
call once a week for a vitamin B injection and a 
few friendly words of encouragement, often help. 
The mutual respect between the doctor and the 
alcoholic who is trying to conquer his drinking 
brings moral support at a time when it is most 
needed. 

Education regarding the measures necessary for 
recovery is as important as with any other illness. 
Alcoholism can be explained as a susceptibility to 
the drug alcohol which has become a poison. One 
drink starts a chain reaction that leads inevitably 
to intoxication and disaster for this particular pa- 
tient. The question of will power is not one of being 
able to take a few drinks and quitting but of not 
taking the first drink. The factors that have led the 
patient to seek escape should be corrected if pos- 
sible. Marital misunderstandings should be dis- 
cussed, occupational stresses reduced, more healthy 
recreational pursuits encouraged, and personal re- 
sentments and conflicts aired. The informed and 
interested personal physician can often do all of 
this as well as or better than the psychiatrist, be- 
cause of his close rapport with the patient. 

Attitude of Family.—The alcoholic’s family may 
present as much of a problem as the patient, and 
they may demand that something be done about 
him. When legally permissible, enforced hospitali- 
zation for a few days’ sobering up or commitment 
for several months is often necessary, but the family 
and not the doctor should take the responsibility 
for this. Usually there is nothing that can be done 
if the patient refuses help, and this must be ex- 
plained to the relatives. They can be advised that 
nagging at the alcoholic does no good and that 
protecting him from the consequences of his drink- 
ing only postpones the day of decision for absti- 
nence. In other words, neither the patient’s doctor 
nor his relatives can do much until he himself de- 
cides to stop drinking. Only then can effective help 
be given in the way of all the praise, support, en- 
couragement, and assistance possible for someone 
who is trying to overcome a difficult and serious 
disease. 

Summary 

The psychotherapy of alcoholism requires a 
definitive approach to the special problems posed 
by this disease. The therapist must have an in- 
formed, noncritical, and genuine interest in helping 
these patients overcome their drinking problem. 
The patient must first be convinced that he has a 
drinking problem and then educated as to the neces- 
sity for total and permanent abstinence. Next, he 
must be motivated to want to stop drinking. Only 
then can he be helped to sobriety and the solution 
of some of the more deeply seated factors that have 
contributed to his alcoholism. 
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SHUNT SURGERY FOR PORTAL HYPERTENSION DUE 
TO SCHISTOSOMA MANSONI 


EVALUATION AND MANAGEMENT IN FORTY-ONE CASES 


Mario R. Garcia-Palmieri, M.D., Francisco L. Raffucci, M.D., Luis A. Diaz-Bonnet, M.D. 


and 


José F. Bernal-Rosa, M.D., San Juan, Puerto Rico 


Since the advent of venous shunt surgery there 
is a new outlook for patients suffering from bleed- 
ing esophageal varices due to portal hypertension.' 
In the literature are multiple reports dealing with 
the criteria for preoperative evaluation and man- 
agement of possible candidates for venous shunt 
surgery for portal hypertension due to Laennec’s 
cirrhosis.? So far there is no report that deals with 
the preoperative evaluation and management of 
patients suffering from portal hypertension due to 
Schistosoma mansoni. It is the purpose of this com- 
munication to present our experience with 41 cases 
of portal hypertension due exclusively to infection 
with S. mansoni and in which a venous shunt was 
performed successfully in 38 instances out of a 
possible 40, since one patient had had an occluded 
portacaval shunt and splenectomy performed else- 
where. 

Material and Methods 


The 41 patients all had proved cases of schisto- 
somiasis.” The diagnosis was established by rectal 
biopsy, examination of stools, skin test, and liver 
biopsy.* Liver biopsies were obtained in every in- 
stance at operation, and in none was there histo- 
pathological evidence of postnecrotic, Laennec’s, or 
biliary cirrhosis, hemochromatosis, or other gran- 
ulomatous disease. A history of alcohol intake was 
obtained in three patients. The liver biopsy showed 
the classic picture of schistosomiasis involvement. 

The pathogenesis of this type of portal hyper- 
tension can be better understood by a considera- 
tion of the part of the life cycle of this parasite in 
the human being. Schistosoma ova are laid in the 
venules of the mucosa and submucosa of the colon 
and rectum, from where some of them are swept 
into the portal venous system; as they lodge in the 
intrahepatic portal venules, multiple and extensive 
portal venous embolism occurs, leading to the 
typical lesions. These consist of a foreign-body type 
of reaction with granuloma formation known as the 
pseudotubercle. The pseudotubercle heals by scar- 
ring, thus obstructing the portal venous system.* If 
these changes are extensive, portal hypertension is 
produced and this, in turn, results in the develop- 
ment of collateral venous channels, congestive 
splenomegaly, and, in some instances, ascites. 
Periportal fibrosis of variable degree is encoun- 


From the departments of medicine and surgery, University of Puerto 
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Communication between the portal vein 
and the vena cava was established surgical- 
ly in 31 patients to relieve portal hyperten- 
sion and hemorrhage from esophageal 
varices after infestation with Schistosoma 
mansoni. The remaining 10 patients under- 
went operations of other types, including 
splenorenal shunt in seven cases, but this 
operation has been discontinued. Liver biop- 
sies were obtained in every instance at 
operation, and the nature of the infestation 
was confirmed by rectal biopsy, fecal exam- 
ination, and skin testing. Of the 38 patients 
in whom the venous shunt surgery was suc- 
cessful, all have remained free from esopha- 
geal bleeding. It has been objected that 
such venous shunts open a direct passage 
for parasitic ova from the intestine to the 
lungs and so predispose to later develop- 
ment of pulmonary hypertension. This risk 
must be weighed against the more imme- 
diate danger that the unoperated patient 
may die of exsanguination due to bleeding 
esophageal varices. 


tered, but the hepatic parenchyma in this condi- 
tion is relatively well preserved as compared to 
that in Laennec’s or postnecrotic cirrhosis. 

In our series, 21 patients were under 20 years 
of age and 31 were under 40. The oldest patient 
was 60 years old at the time of operation and the 
youngest was 8. There were 30 males and 11 
females. 

Thirty-three patients had bled from esophageal 
varices, while the remaining eight had proved 
esophageal varices and associated hypersplenism. 
Of the patients who had bled 15 were subjected 
to operation after the first hemorrhage, 7 after 
the second episode, and 4 after the third. The re- 
maining seven withstood more than three episodes 
ot bleeding, and one patient had seven severe 
hemorrhages. 

Splenomegaly was present in 39 patients, and in 
1 a splenectomy had been performed previously. 
The spleen was greatly enlarged, and in some in- 
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stances it reached the iliac crest. It was firm and 
nontender, with a sharp edge, and the splenic 
notch was evident. Visible dilated superficial ab- 
dominal veins were observed in 15 patients; 7 had 
ascites, and cutaneous spiders occurred in 8. Loss 
of axillary hair, testicular atrophy, and liver palms 
were each seen in three instances, while gyneco- 
mastia occurred twice. 

The liver was enlarged in 36 patients; it was 
hard, firm, and nontender, and the left lobe was 
often felt to be prominent below the xyphoid. 
Jaundice was never encountered preoperatively. 

Laboratory evaluation of liver function included 
determinations of serum albumin, globulin, biliru- 
bin (Watson), and alkaline phosphatase levels, 
cephalin-cholesterol flocculation, sulfobromophtha- 
lein (Bromsulfalein) excretion (5 mg. per kilogram 
of body weight in 45 minutes), thymol turbidity, 
prothrombin time, and levels of total cholesterol 
and esters. Recently serum glutamic oxalacetic and 


Results of Liver Function Tests 


Abnormal 
Cases, Results, 
N N 


Cephalin-cholestero] flocculation (Hanger’s test) 41 36 
Serum albumin level ....... 41 
Serum globulin level 41 37 
Alkaline phosphatase level ..... ° sett 32 18 
Bilirubin level (Watson) 37 1 
Thymol turbidity 33 12 
Cholesterol level 

36 9 

Sulfobromophthalein retention ................. 4] 
Serum glutamie pyruvie transaminase level .... 16 2 
Serum glutamie oxalacetic transaminase level .. 5) 5 


pyruvic transaminase levels were determined. The 
results obtained are shown in the table. The dis- 
tribution of patients according to sulfobromophtha- 
lein retention in 45 minutes was as follows: 0-5%, 
19 patients; 6-10%, 8; 11-20%, 7; and 21-35%, 7. 

Secondary hypersplenism was encountered in 37 
cases. Anemia was not utilized as a criterion for 
hypersplenism, since in some instances it could 
have resulted from bleeding, associated hookworm 
infestation, or other condition. Neutropenia was 
considered present when there were less than 
2,500 white blood cells per cubic millimeter and 
thrombocytopenia when the platelet count was less 
than 125,000 per cubic millimeter. These results 
were corroborated by repeated examinations. Bone 
marrow studies were performed in all cases. 

Esophageal varices were demonstrated by both 
esophagogram and esophagoscopic studies in all 
patients. Splenoportograms also confirmed the pres- 
ence of esophageal varices. Examinations of the 
heart, including chest film and electrocardiogram, 
were performed to ascertain the presence of pul- 
monary hypertension due to associated pulmonary 
schistosomiasis.° 
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Patients admitted to the hospital with active 
bleeding were treated with esophageal tamponade, 
blood replacement, electrolyte and fluid regula- 
tion, preventives for hepatic coma, and vitamin ad- 
ministration. Once the esophageal balloon was 
removed, the patients were given antacids and 
anticholinergics to reduce gastric secretion and 
reflux which could precipitate esophageal bleed- 
ing.’ Protein feeding was temporarily reduced or 
discontinued during and after an episode of hemor- 
rhage to avoid ammonia intoxication, but even- 
tually the patients were allowed a_ high-fat, 
high-carbohydrate diet. Menadione was admin- 
istered daily to every patient, and in some instances ° 
vitamin K, oxide had to be given a few days prior 
to operation in order for adequate prothrombin 
levels to be reached. All patients who were anemic 
were given transfusions so as to increase their hemo- 
globin level to 12 Gm. per 100 ml. of blood prior to 
operation. This measure was also helpful in some 
patients with a low serum albumin level. 

At least 3 liters of typed and crossmatched 
blood was available for the surgical procedure 
and for those patients with marked thrombocyto- 
penia on whom a portacaval shunt was to be 
performed; platelet-rich blood collected in silicone- 
coated plastic bags was utilized to replace blood 
loss. Recently neomycin has been given orally 
before the operation in order to eliminate the 
ammonia-producing bacterial flora of the colon. 
Portography has been done in all cases immediate- 
ly before or during the operation as an aid to de- 
termine the anatomy of the portal system." 

Endotracheal anesthesia was utilized in all cases; 
ether, nitrous oxide, thiopental (Pentothal) sodium, 
and succinylcholine have been the agents given, 
usually in combination. Immediate postoperative 
management has included intravenous alimentation 
with dextrose solution and replacment of electro- 
lytes as needed. Hourly determination of urine 
output, as well as of hemoglobin levels, has been 
performed for the first 24 hours and fluids and 
blood administered as determined by these studies. 
The patients were observed for bleeding, onset of 
jaundice, mental changes, and flapping tremors.* 
Whenever a patient develops symptoms or findings 
suggestive of impending hepatic coma he is treated 
with adequate fluid and electrolyte regulation, 
neomycin given orally, elimination of dietary pro- 
tein, intravenous administration of monosodium 
glutamate, nasally given oxygen, and _ intestinal 
cleansing. The surgical procedures performed in 
our patients were as follows: splenectomy alone 
(2), Merendino’s operation (1), portacaval shunt (31), 
and splenorenal shunt (7). Use of splenorenal 
shunts was discontinued, since it is our feeling that 
this procedure does not offer as adequate decom- 
pression of the portal system as a direct end-to-side 
portacaval shunt. 
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There have been four deaths in the entire series, 
but two of these cannot be ascribed to either the 
surgery or the liver disease. One patient died after 
cardiac arrest during anesthesia and the other pa- 
tient had, on the sixth postoperative day, a cerebral 
hemorrhage that was verified at autopsy. The other 
two deaths were due to hepatic coma, one of which 
occurred after the patient had bled profusely from 
the operative wound due to a defect in the clotting 
mechanism. Thus, the corrected mortality is 5% 
(2 out of 39). 

Comment 


The accepted criteria for the selection of patients 
for venous shunt apply mainly to those with portal 
hypertension due to Laennec’s cirrhosis or extra- 
hepatic obstruction. As portal hypertension due to 
infection with S. mansoni involves a different patho- 
logical process, we could have anticipated some 
difference in the evaluation and management of 
these patients. The fact that 11 of the 33 patients 
who bled had withstood three or more hemorrhagic 
episodes without going into hepatic coma may in- 
dicate a better hepatic reserve in patients with this 
disease. 

Although a higher incidence of complications has 
been encountered in patients with cirrhosis with an 
abnormal cephalin-cholesterol flocculation, this has 
not been our experience in patients with portal 
hypertension due to schistosomiasis, in whom an 
abnormal cephalin-cholesterol flocculation is a rela- 
tively frequent finding. This we explain on the 
basis of an associated raised serum globulin level, 
which probably represents a response of the retic- 
uloendothelial system to the antigens in the adult 
worm and ova.” Thus, we do not consider an ab- 
normal cephalin-cholesterol flocculation a contra- 
indication for surgery. A marked prolongation of 
the prothrombin time should be considered a con- 
traindication to surgery unless it can be returned 
to normal by the administration of either menadione 
or vitamin K, oxide. 

A serum albumin level of less than 3 Gm. per 
100 ml. of blood was found in 11 patients, and of 
these 2 died—one from a cerebrovascular accident. 
It is our impression that, even if the serum albumin 
level cannot be raised over 3 Gm. per 100 ml. of 
blood, operation must be performed, since even- 
tually the patient may die of exsanguination. In the 
four patients who died, the sulfobromophthalein 
retention in 45 minutes was 0%, 4%, 32%, and 24% 
respectively. 

Different figures to illustrate the ability to vis- 
ualize varices by x-rays have been reported in the 
literature.’ Our experience shows that varices can 
be demonstrated in nearly all cases of portal hyper- 
tension due to schistosomiasis with a single esoph- 
agogram, since only in one instance it had to be 
repeated to be able to demonstrate the varices. 
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This probably is explained on the basis of the high 
portal pressures in patients with the disease and 
the care of our radiodiagnostician during this ex- 
amination. 

Hypersplenism can lead to severe thrombocyto- 
penia, and we prefer to replace operative blood 
loss with platelet-rich blood so as to avoid post- 
operative bleeding due to aggravation of the throm- 
bocytopenia by the administration of bank blood. 
The effect of end-to-side portacaval shunt on the 
hypersplenism will be the subject of another com- 
munication.'' Splenoportography prior to operation 
is an extremely helpful measure in deciding the 
type of surgical procedure to be performed and to 
rule out cases of extrahepatic obstruction with as- 
sociated schistosomiasis. 

Although jaundice is rare in patients with schisto- 
somiasis with hepatic involvement, its presence is 
reason for suspecting associated disease and it is, 
therefore, a contraindication to operation. Like- 
wise, a marked elevation of the serum glutamic 
pyruvic transaminase level indicates active liver 
disease of probably other than a Schistosoma origin, 
since in our series the highest value obtained was 
56 Sigma-Frankel units. 

Among the patients operated on who survived 
there has been no further esophageal bleeding. 
Two patients died of a bleeding duodenal ulcer at 
another hospital, and autopsies revealed patent 
portacaval shunts without esophageal varicosities 
and verified bleeding duodenal ulcers. Another 
late death occurred in a patient who developed 
marked pulmonary hypertension due to pulmonary 
schistosomiasis. The latter case may indicate that 
shunt surgery can represent a hazard; if the liver, 
which acts as a trap, is bypassed, the ova from the 
intestines are allowed to reach the lung. Neverthe- 
less, it is difficult to decide whether a patient should 
be subjected to the risk of developing pulmonary 
hypertension years later or should be allowed 
to die of exsanguination due to bleeding esophageal 
varices. Thus, it is felt that portacaval shunt should 
be performed in patients with portal hypertension 
due to schistosomiasis, since the collateral circula- 
tion already present forms shunts which allow the 
direct passage of the ova into the lungs. Follow-up 
study. of our cases will demonstrate if there is in- 
creased risk of development of pulmonary hyper- 
tension after operation. 


Summary 


Of 40 patients with portal hypertension due to 
Schistosoma mansoni with liver involvement, 38 
had successful venous shunt surgery and 2 died. 
Abnormality of the cephalin-cholesterol flocculation 
had no bearing on the outcome of the operation. 
Marked retention of sulfobromophthalein (Brom- 
sulfalein), above 20%, may be important in pre- 
diction of survival after operation. 
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Jaundice and elevation of the pyruvic transami- 
nase level, although rare in patients with schisto- 
somiasis, may point to intercurrent liver disease; 
this condition calls for postponement of the opera- 
tion. Splenoportography is a valuable adjunct to 
the diagnosis and aids in the decision of the type 
of operation. Portacaval shunt is the ideal pro- 
cedure, even in the presence of splenomegaly and 
hypersplenism. 


This study was supported by grants from the National 
Institutes of Health, U. S. Public Health Service. 
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PROGRESS IN CONQUEST OF PARALYTIC POLIOMYELITIS 


Alexander D. Langmuir, M.D., Atlanta, Ga. 


We are now entering the fifth year of the great 
national program for the conquest of paralytic 
poliomyelitis through the use of Salk vaccine. Much 
has been accomplished; much remains to be done. 

At the Communicable Disease Center of the 
Public Health Service we have had the privilege of 
charting the progress of this campaign. Through 
constant reports from state health departments, 
laboratories, hospitals, and all agencies both official 
and private, a continuing surveillance of poliomye- 
litis in the nation has been maintained. 

The epidemiologic facts speak for themselves. 
What has been achieved is evident; what needs to 
be done is compelling. The essential conclusion is 
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that the program, as far as it has gone, is working 
well, but we have failed to use the present pre- 
ventive measures effectively. Completion of the 
immunization program should lead to the essential 
elimination of paralytic poliomyelitis from the 
United States. 

Figure 1 shows the annual attack rates for total 
reported cases since 1910. One can see the unique 
epidemic year of 1916 and then the relatively low 
and variable incidence until the early 1940's, the 
sharp upward trend from 1942 to the record epi- 
demic year in 1952, the moderately high rates in 
1953 and 1954, and the steep downward trend in 
the past four years. In 1958, however, the smooth 
decline was halted. The total of reported cases was 
about 6,031, at least 500 higher than the final total 
for 1957, an increase of almost 10%. 
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Incidence in 1958 


The story for paralytic cases is more disturbing. 
In 1958 a higher proportion of total reported cases 
was paralytic. The increase in paralytic cases in 
1958 over 1957 was 25%. This is the danger signal 
that warns us all that the task ahead may be diffi- 
cult. 


CASES PER !00,000 POPULATION 


1910 1915 1920 1925 1930 935 1940 1945 195C 1955 1960 


Fig. 1.—Annual incidence of poliomyelitis in the United 
States, 1910-1958. 


The seven states where attack rates for paralytic 
cases exceed 3 per 100,000 in 1958 are shown in 
figure 2. A major epidemic occurred in Detroit; 
epidemics of considerable severity also occurred in 
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dominant, as shown by Dr. Gordon Brown at the 
University of Michigan, but some type 3 cases also 
occurred. Sixty per cent of the cases were in per- 
sons under 5 years of age. Only 5% of the patients 
had received three doses of vaccine. 

The paralytic cases were concentrated in the 
central sections of the city. These are the areas of 
poorest socioeconomic conditions, greatest crowd- 
ing, most poverty, and also lowest level of polio- 
myelitis immunization. Only a slight scattering of 
cases occurred in the peripheral areas of the city, 
where the middle-class and upper-class homes are 
located and where the population is relatively well 
immunized. When attack rates are calculated for the 
central areas of the city alone, epidemic levels are 
found that exceed all previous records in the city. 
These rates were 18 times higher than those in the 
peripheral areas. 

The nonparalytic cases also tended to concentrate 
somewhat in the center of the city, but many more 
cases occurred throughout the peripheral areas, too. 
Many of these turned out to be cases of aseptic 
meningitis which simulated nonparalytic poliomye- 
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Fig. 2.—Location of high incidence of paralytic cases of poliomyelitis in 1958. 


the metropolitan area of northern New Jersey and 
in the Virginia-West Virginia mountains. Small 
localized epidemics appeared in San Antonio, 
Texas, and in a Blackfoot Indian reservation in 
Montana. 

The epidemic in Detroit was by far the most 
severe in the nation. Over 625 cases were reported. 
One-half were paralytic. Type 1 virus was pre- 


litis but were actually due to ECHO and Coxsackie 
viruses. These should not properly be counted as 
part of the poliomyelitis epidemic. 

In the northern New Jersey epidemic a total of 
136 cases was reported. Seventy-five per cent were 
paralytic; both types 1 and 3 virus were prevalent. 
Forty-six per cent of cases were in persons under 5 
years of age. Only 4% of patients had received three 
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doses of vaccine. The cases were concentrated in 
densely crowded urban areas in the eastern part 
of Essex and in Hudson counties. As in Detroit, 
the epidemic was localized to unvaccinated pre- 
school-age children in sharply defined geographi- 
cal locations. The better-vaccinated suburban pop- 
ulations in this broad metropolitan area were 
largely spared. 

In the Virginia-West Virginia area, 29 mountain 
counties were involved. A total of 202 cases were 
reported, of which three-fourths were paralytic. 
Fitty-seven per cent were in persons under 5 years 
of age. Only 6.2% of patients had received three 
doses of vaccine. This epidemic was more extensive 
in its distribution than the ones in Detroit and New 
Jersey, but still it was confined largely to economi- 
cally depressed soft-coal-mining communities, where 
vaccination against poliomyelitis had been largely 
ignored. 

For the nation as a whole, state health depart- 
ments have in recent years reported detailed infor- 
mation about individual cases to the Poliomyelitis 
Surveillance Unit. In 1958 almost half the total 
paralytic cases were in persons under 5 years of age. 
Of these preschool-age children. only §.1% had re- 
ceived three doses of vaccine, yet a survey con- 
ducted in August, 1958, indicated that 45% of such 
children in the nation as a whole had received the 
full three-dose course of immunization. Thus cases 
were, to a large extent, limited to unvaccinated chil- 
dren under 5 years of age. From such figures, it is 
possible to make rough estimates of a vaccine 
effectiveness of 75% or better. 


Present Incidence 


Figure 3 shows the weekly incidence of reported 
cases of poliomyelitis in the nation for the present 
year in comparison with 1958 and 1957 and selected 
previous years. The incidence in the first five months 
of this year clearly has been higher than that in 
1958; in fact, almost double. Whether this reflects 
the relatively high rates last year or presages an- 
other high year coming up, only time will tell. In 
past years the incidence levels in April and May 
have not been useful indicators of future events. It 
should be emphasized, however, that the present 
levels this year are still low in contrast to those of 
previous years other than 1958, even including 1942, 
which was the record low year in the past two 
decades. 

Comment 

The epidemiologic evidence reported to the 

Poliomyelitis Surveillance Unit points clearly to the 


following conclusions: 1. The marked downward 
trend of poliomyelitis in the past four years is due 
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in large part to the immunization program. 2. The 
main residual problem in the conquest of para- 
lytic poliomyelitis is the immunization of those 
segments of the population that are now unimmu- 
nized or only poorly protected. Preschool-age chil- 
dren in low-income groups deserve first-priority 
attention. 

Every city and many rural areas have their prob- 
lem areas. These are potential Detroits. To achieve 
effective levels of immunization in these areas will 
require careful planning and joint action on the 
part of the local medical societies, the local health 
departments, the local chapters of the National 
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Fig. 3.—Current incidence of poliomyelitis as compared 
with that in selected other years. (Data provided by National 
Office of Vital Statistics.) 


Foundation, and all interested civic and community 
groups. In many areas immunization services will 
have to be taken directly to the needy areas. Tradi- 
tional methods may have to be modified to meet 
these needs and to achieve high levels of protection. 
Once full immunization has been attained, a con- 
tinuing program of inoculation of all newborn in- 
fants must be maintained. 

With leadership of this type, of which the United 
States can be justly proud, we can look forward 
with confidence to the complete elimination of the 
paralytic form of the disease. This goal is within 
reach. 

50 Seventh St. N. E. (23). 
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INVALIDISM DUE TO RECURRENT IDIOPATHIC PERICARDITIS WITH 
RECOVERY AFTER PERICARDIECTOMY 


Harry F. Zinsser, M.D., William S. Blakemore, M.D., Charles K. Kirby, M.D. 


Julian Johnson, M.D., Philadelphia 


The best-known and most frequent indication for 
pericardiectomy in patients with chronic pericar- 
ditis is the presence of disability due to cardiac 
constriction or tamponade. However, during the 
past four or five years we have encountered certain 
patients with recurrent idiopathic pericarditis who 
developed severe disability of a different type.’ 
These patients showed a prolonged, smoldering, 
febrile illness with chest pain, constitutional symp- 
toms, and pleuritis. The end-result was a state of 
almost total invalidism characterized by multiple 
hospitalizations, inability to work regularly, and 
severe financial hardship. Unlike most patients with 
idiopathic pericarditis, who recover spontaneously 
and remain well, all of these patients failed to 
respond to treatment including antibiotics and 
antituberculosis therapy, and two of them failed to 
respond to treatment with steroids. Eight such pa- 
tients have been treated by pericardiectomy; all 
eight have been restored to good health and have 
been free of recurrences to date. 

These patients presented a fairly consistent clini- 
cal picture. All had chest pain which showed the 
distribution and qualities characteristic of peri- 
carditis. Confirmatory findings included audible 
pericardial friction rubs, electrocardiographic abnor- 
malities, and roentgenographically visible changes 
in the cardiac silhouette. All patients showed cer- 
tain constitutional symptoms such as fever, malaise, 
weakness, easy fatigue, and weight loss of varying 
degree. Confirmatory laboratory signs included 
leukocytosis, increased sedimentation rate, anemia, 
and sometimes reversal of the alb globulin 
(A/G) ratio. All patients showed evidence of pleu- 
ritis, with pleural effusions visible on at least one 
roentgenogram of the chest; pleural rubs were also 
present in most cases. Two patients had developed 
some evidence of constriction by the time they came 
to surgery, although operation had originally been 
recommended primarily to arrest the smoldering 
illness rather than on the basis of constriction. 

This brief clinical summary might of itself fail to 
convey a true impression of the degree of disability 
in these patients. In fact, physicians unfamiliar with 
the problem tend to underestimate the severity of 
the illness, because the patients seem to improve 
significantly with bed rest alone. However, the proc- 
ess reactivates on slight physical exertion, and the 


From the Edward B. Robinette Foundation for Cardiovascular Re- 
search, Medical Clinic, and the Department of Surgery, Hospital of 
the University of Pennsylvania. 


Experience with eight cases of recurrent 
idiopathic pericarditis has led to the con- 
viction that it can cause a form of invalidism 
quite different from that usually seen in 
chronic pericardial constriction or tampon- 
ade. Two of the eight cases are described in 
detail to illustrate the recurrent chest pain, 
fever, malaise, and resulting severe disa- 
bility. Various forms of medical treatment 
did not relieve the symptoms. In all cases as 
much as possible of the diseased pericardium 
was removed through a sternum-splitting in- 
cision, symptoms were relieved, and the 
patients returned to work. 


patient cannot return to gainful activity. This type 
of disability has been fully documented in previous 
papers ' which included tables and individual case 
reports for the first six patients. The other two are 
reported here in detail. One patient underwent op- 
eration somewhat earlier than was usual in these 
patients, since he was admitted originally to one of 
our medical wards where he was cared for by 
physicians familiar with the concept of early peri- 
cardiectomy. The course in the other patient was 
more typical, with a longer delay before the smol- 
dering illness was ultimately terminated by peri- 
cardiectomy. 
Report of Cases 


Case 1.—A 49-year-old man was admitted to the 
Hospital of the University of Pennsylvania on Aug. 
11, 1958, with chest pain of two weeks’ duration 
which had not responded to treatment by his fam- 
ily physician. The pain was aggravated by respira- 
tion, coughing, and changes in body position; it was 
present anteriorly but also radiated posteriorly into 
the shoulders and neck. He felt more comfortable 
leaning forward and could not tolerate recumbency. 
A pericardial rub was heard on occasion, and the 
electrocardiogram showed changes compatible with 
pericarditis. He recalled an identical illness a year 
earlier which had subsided after three days of home 
treatment. 

His history included known hypertension, for 
which he was being treated in our outpatient hyper- 
tension clinic. His hypertension had been discov- 
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ered on routine examination when he had been 
hospitalized in April, 1956, in the thoracic surgical 
service, for evaluation of a “suspicious chest 
shadow” detected 10 months earlier by a routine 
photofluorogram. This represented a calcified para- 
tracheal node, and routine studies including bron- 
choscopy had proved unremarkable. 

In addition to pain he had persistent fever, 
tachycardia, malaise, and anorexia. Laboratory tests 
revealed anemia, leukocytosis (about 17,000 per 
cubic millimeter), a corrected sedimentation rate 
of 34 mm. per hour, and slight reversal of the A/G 
ratio. Roentgenographic studies of the chest showed 
bilateral pleural effusions and an increased cardiac 
silhouette on comparison with older films. An an- 
giocardiogram showed an unopacified area external 
to the cardiac chambers, indicating the presence of 
either pericardial thickening or effusion. No spe- 
cific etiology for the pericarditis could be deter- 
mined, despite multiple tests to rule out collagen 
disease, tuberculosis, and viral or bacterial infec- 
tion. The venous pressure was only 85 mm. H.O, 
and no signs of pericardial constriction were present. 

Prophylactic antituberculosis therapy with isonia- 
zid, 100 mg. three times daily, and streptomycin, 
1 Gm. daily, was administered for 13 days pre- 
operatively. On Sept. 3, 1958, the pericardium was 
removed extensively through a vertical sternum- 
splitting incision. Grossly the pericardium showed 
fibrous thickening and was adherent at a few points, 
but it was easily removed from the entire lateral 
surfaces of the right and left ventricles and from 
the anterior half of the diaphragmatic surface. 
Microscopic sections showed pericardial thickening 
due to increased fibrous tissue with focal infiltra- 
tions of lymphocytes. Special stains and cultures 
gave negative results, and the diagnosis was acute 
and chronic pericarditis of unknown etiology. Post- 
operatively his course was essentially uneventful 
and he was discharged from the hospital on Sept. 
20, 1958. Therapy with isoniazid was continued for 
several months postoperatively. He has been em- 
ployed since the end of October, 1958, and has been 
entirely free of recurrences to date. 

Case 2.—A 37-year-old man developed anterior 
and posterior chest pain in March, 1958. The pain 
radiated into the shoulders and neck and was ag- 
gravated by respiration, coughing, and movements 
of the body or trunk. A diagnosis of pleurisy was 
made and he was hospitalized elsewhere by his 
family physician. When the illness continued, he 
was transferred to another hospital on or about 
April 15, 1958, and underwent extensive studies 
without a definite diagnosis being reached. He im- 
proved somewhat and returned home during the 
second week of May, 1958, but the illness flared up 
within a few days. He was then seen in consultation 
by another physician who diagnosed pericarditis 
and recognized the similarity of his illness to that 
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of three cases reported before the American Clinical 
and Climatological Association on Oct. 28, 1957." 
Arrangements were then made for admission to the 
Hospital of the University of Pennsylvania on 
May 29, 1958. 

A review of his previous records disclosed evi- 
dence compatible with the diagnosis of pericarditis, 
including electrocardiographic abnormalities and 
roentgenographically visible changes in size of the 
cardiac silhouette. His fever and leukocytosis had 
subsided, but the corrected sedimentation rate was 
33 mm. per hour, and a slight anemia persisted. The 
patient recalled a similar illness of brief duration 
a year earlier, which had subsided promptly after 
several days of home treatment. Since he felt better, 
he was anxious to avoid surgery if at all possible 
and was discharged from the hospital on June 5, 
1958. 

He then remained well until October, 1958, when 
he increased his physical activity and noted a grad- 
ual return of malaise, weakness, easy fatigability, 
and occasional chest pain of moderate severity. In 
November his electrocardiogram again showed ab- 
normalities, suggesting reactivation of the pericardi- 
tis. He restricted his activity sharply and was able 
to continue work by resting in bed evenings and on 
week-ends. He improved somewhat but had several 
recurrences of pain and fever during the end of 
November and early December. At this time every- 
one concerned agreed to the recommended surgery, 
and he was admitted to our service on Dec. 18, 1958. 

Prophylactic antituberculosis therapy with isonia- 
zid, 100 mg. three times daily, and streptomycin, 
1 Gm. daily, was administered for 13 days pre- 
operatively. No evidence of pericardial constriction 
was present. On Dec. 31, 1958, the pericardium was 
removed extensively through a midline sternum- 
splitting incision. Grossly the pericardium was 
thickened and adherent but was easily separated 
by blunt dissection. Microscopic studies revealed 
thickening due to edematous connective tissue with 
infiltration by lymphocytes and macrophages. Spe- 
cial stains and cultures were negative, and the diag- 
nosis was chronic pericarditis of nonspecific type. 

Postoperatively his recovery was essentially un- 
eventful except for a transient arrhythmia which 
reverted to normal before an electrocardiogram 
could be recorded. Clinically this suggested a 
paroxysmal atrial tachycardia or flutter; therapy 
with quinidine was continued prophylactically and 
the rhythm remained normal. He has returned to 
work without evidence of further difficulty. 


Comment 


Patients with idiopathic pericarditis generally 
recover completely after one or even several acute 
attacks, and the disease has characteristically been 
referred to as “benign.” However, experience sug- 
gests that in certain of these patients it fails to fol- 
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low a benign course. Cases of chronic idiopathic 
pericardial effusion with, tamponade have been re- 
ported,” and the possible relationship of acute be- 
nign pericarditis to subsequent constrictive pericar- 
ditis has been explored.** Our cases illustrate a 
different form of disability due to chronic idiopathic 
pericarditis. These patients developed a state of 
invalidism characterized by recurrent episodes of 
fever, pain, pleuritis, and constitutional symptoms. 
This illness failed to respond to medical treatment 
but was terminated in all cases after pericardiec- 
tomy. It is proposed that this form of invalidism 
represents an indication for pericardiectomy, en- 
tirely apart from considerations of constriction or 
tamponade. 

It is sometimes difficult to decide when peri- 
cardiectomy has become indicated in these patients. 
In general, operation should be recommended when 
the patient enters a definite smoldering phase. The 
tricky point is the tendency of the disease to subside 
on bed rest. The patient always hopes to avoid 
operation, and the physician hesitates to recom- 
mend a major surgical procedure for an_ illness 
which seems to subside promptly and conceivably 
may never recur. For these reasons most patients 
suffered through a prolonged period of disability 
before pericardiectomy was finally performed. The 
stage of invalidism can be shortened as more phy- 
sicians become familiar with the problem, e. g., 
case 1. However, some degree of delay is both 
inevitable and justifiable if one is to be certain that 
the patient is sufficiently incapacitated to warrant 
operation. From a practical viewpoint a “trial of 
duty” may be the best test in doubtful cases. Sur- 
gery is clearly indicated when recurrent attacks 
prevent sustained gainful activity. 

All patients received prophylactic antituberculo- 
sis therapy preoperatively despite the failure to 
detect evidence of tuberculosis on multiple studies. 
This precaution was considered essential, in order 
to avoid the hazard of invading and spreading an 
untreated tuberculous process that might have es- 
caped detection. Prophylactic treatment was usually 
continued postoperatively until tuberculosis had 
been ruled out by appropriate bacteriological and 
pathological examinations of excised tissue. None of 
the eight patients showed any improvement which 
could be attributed solely to the antituberculosis 
therapy. 

Various other forms of medical treatment were 
also tried without real success. On careful analysis 
apparent improvement initially credited to certain 
drugs proved instead to be related primarily to bed 
rest; the seemingly favorable response could not be 
maintained when physical activity was resumed. 
The list of medicaments used included antibiotics, 
gamma globulin, and steroids. We personally have 
not favored the use of steroids on both practical and 
theoretical grounds which have been discussed in 
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detail elsewhere.'” Instead we believe that in good 
hands pericardiectomy represents a potentially bet- 
ter method of treatment for this group of patients 
than would long-term steroid therapy with all its 
worrisome side-effects. 

This new indication for pericardiectomy follows 
the modern trend toward earlier operation in those 
patients who are likely to require pericardial sur- 
gery eventually. As discussed elsewhere ' this trend 
began when Holman and Willett * recommended 
earlier treatment for tuberculous pericarditis and 
suggested that pericardiectomy could be performed 
with greater ease during the stage of effusion than 
later after constriction had developed. They pointed 
out that tuberculous pericarditis posed a twofold 
problem for the physician of (1) controlling infec- 
tion and (2) combatting mechanical effects deleteri- 
ous to the circulation. This concept of early treat- 
ment of tuberculous pericarditis has been extended 
to include nontuberculous patients with idiopathic 
pericarditis who required operation for mechanical 
reasons, such as for the treatment or prevention of 
cardiac tamponade.‘ The successful use of pericar- 
diectomy to terminate long-smoldering idiopathic 
pericarditis recognizes the other half of the twofold 
problem, and it represents an attempt primarily to 
control infection rather than to relieve constriction. 

The exact mechanism whereby pericardiectomy 
terminated the chronic febrile illness in these pa- 
tients is not entirely clear. Presumably excision of 
diseased tissue resulted in control of a “focus of 
infection” in the pericardium. On_ theoretical 
grounds it has seemed logical to remove as much 
of the diseased pericardium as possible, and a 
sternum-splitting technique has been employed to 
provide the necessary exposure. Intuitively, one 
would suspect that inadequate pericardiectomy 
might fail to bring the infection under control. This 
proved to be the case in one patient who under- 
went button biopsy elsewhere and did not improve 
until the diseased pericardium was more widely 
excised. This form of biopsy has been proposed as 
a method of diagnosis and treatment of patients 
with pericarditis.” While the method provides tissue 
for diagnosis and relieves the tamponade due to 
pericardial effusion, it does not remove sufficient 
pericardium to terminate smoldering infection or 
to prevent future constriction. Early extensive peri- 
cardiectomy does have all these advantages and 
thus seems to represent a more complete approach 
to the problem, particularly from the viewpoints of 
controlling infection and preventing future con- 
striction. 

Summary 


Chronic idiopathic pericarditis can produce a 
form of disability differing from the well-recog- 
nized effects of cardiac constriction or tamponade. 
Eight patients developed invalidism characterized 
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by recurrent episodes of fever, pain, constitutional 
symptoms, and pleuritis. All were restored to health 
by pericardiectomy. 
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EDUCATION OF THE LOCAL PHYSICIAN IN CIVIL DEFENSE 
Alphonse McMahon, M.D., St. Louis 


Since the first atomic blast, we have been del- 
uged with mountainous volumes of print, photo- 
graphs, and films. These have all been designed to 
alert us to the dreaded possibilities resulting from 
potential blasts. Strangely enough, almost any ad- 
ditional attempt to stimulate civic action for defense 
is met with a lethargy that is both appalling and 
frightening. The President of the American Medical 
Association, recognizing the patency of this fact and 
in an effort to arouse the profession, has stated that 
this complacency and apathy is shared by many 
medical and health personnel.' The too familiar ex- 
pression “it can’t happen here” has governed the 
actions of many. 

The Committee on Disaster Medical Care, pre- 
viously called the Committee on Civil Defense, of 
the Council on National Defense of the American 
Medical Association, has nevertheless carried on a 
continuing disaster educational program extended 
to state civil defense and disaster committees and 
through them to the general membership of state 
and county medical societies. The state medical as- 
sociations have been urged to use their journals for 
frequent publication of articles devoted to civil de- 
fense and to incorporate into the programs of their 
annual sessions subjects of a similar nature.’ An 
annual conference of the civil defense committees 
of the county medical societies is sponsored by the 
Council on National Defense of the American 
Medical Association (see THE JOURNAL, Sept. 12, 
pages 189-225). 


Chairman’s address, read before the Section on Military Medicine 
at the 108th Annual Meeting of the American Medical Association, 
Atlantic City, June 10, 1959. 


There are many physicians who have failed 
to meet the demands of what may prove to 
be a very present and urgent necessity. Since 
it can be assumed that the newer types of 
missiles and nuclear blasts threaten devasta- 
tion of civilian concentrations far removed 
from any combat area, there is no longer 
any reason for differentiating between war 
zones and large cities when it comes to 
medical preparedness for mass-casualty 
care. Whether physicians are motivated to 
action by patriotism, love of humanity, up- 
holding of their professional oath, or self- 
preservation, they cannot avoid their respon- 
sibilities to become familiar with civil defense 
activities, for they are the reservoirs of the 
medical knowledge that must be imparted. 


In spite of these efforts on the part of those phy- - 
sicians and laymen dedicated to the task of main- 
taining the health and integrity of the United States 
in the event of a lethal attack, there are many 
physicians who have failed to meet the demands of 
what may prove to be a very present and urgent 
necessity. The example set by dedicated physicians 
in many states should encourage others to do like- 
wise in their communities. The Chairman of the 
Council on National Defense of the American 
Medical Association has said: “Indeed, to meet our 
responsibilities as physicians, we must expand medi- 
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cal civil defense preparedness to include all mem- 
bers of the medical and health professions in every 
community. . . . The American Medical Association 

. wants to encourage the medical profession to 
participate, individually and collectively, in medical 
civil defense affairs.” 

You will be spared a recounting of the many ex- 
amples which would serve to prove the dominating 
lethargy that engulfs some physicians and many lay 
people. Physicians are all too familiar with them. 
With these in mind, however, I wish at this time to 
invite attention to a responsibility that cannot fall 
elsewhere save on the shoulders of physicians. The 
director of the Office of Civil and Defense Mobiliza- 
tion (OCDM) has said: “The challenge that is be- 
fore all of us is to make certain that our nation and 
its people survive any disaster that might be di- 
rected against us. We at the national level of civil 
defense and defense mobilization can make all kinds 
of plans and plan all kinds of actions. Nevertheless, 
it is You at the local level of civil defense who will 
be the decisive factor if we are ever attacked.” 

Two striking events have literally forced a recog- 
nition of the necessity for action. First, there is the 
increasing fury of thermonuclear explosions which 
have a potential of devastation that dwarfs the 
mightiest earthquake or volcanic eruption recorded 
in history. Along with this new explosive force have 
come the guided missiles, with ranges calculated in 
thousands of miles and with a speed that renders 
defense at present practically impossible, thus mak- 
ing vulnerable any city, town, or county in which 
we live. Secondly, the varying temperatures. of the 
cold war now fluctuate more erratically than ever 
due to the complexity of international affairs. 

These events should convince us that, in our time, 
eternal vigilance is not only the price of liberty but 
also the price of life itself for all our people. The 
director of the OCDM made a most significant 
statement in this regard when he said: “We must 
keep firmly in mind, at all times, that it takes more 
than government to create a strong civil defense. 
Equally important are people and their own person- 
al preparations to survive. This is basic. So much of 
the country could be affected by a nuclear attack 
that no one would be able to help anvone else.” 


Preparation for Disaster 


Even a cursory glance at the news and the re- 
ports of the many activities, governmental and 
civilian, concerned with the effects of a nuclear at- 
tack establish at least one certainty, that physicians 
within miles of the zero-point of blast can be sure 
they will have more near-dead, burned, sick, 
shocked, and irradiated people than they can even 
begin to comprehend in advance, much less care 
for at the time of disaster. These facts make it self- 
evident that individuals must be prepared to meet 
disaster and to protect themselves and their families 
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for periods as long as two weeks entirely without 
help from the outside.’ Self-aid may be the sine 
qua non of survival. 

Proper, or even adequate, care for everyone will 
be impossible, regardless of how much we pride 
ourselves on doing the impossible. The real ques- 
tion will be, how many people can receive survival 
care? The answer to this question will depend not 
so much on personal skill at that time as on ad- 
vanced preparation for such disaster. An officer in 
the Medical Corps of the Army has succinctly ex- 
pressed the answer to this question in the following 
statement: “Survival during the initial stages after 
a disaster is predicated largely on the initiative 
and preplanning of the individual; later, continued 
survival depends on the prior planning of the com- 
munity.” ° It is this aspect of the physician’s role in 
national defense that I wish to discuss. 

What are the responsibilities of the physician 
for this advanced preparation? Certainly, there is 
no simple answer to such a question, but I think 
we may find some guidance from the past experi- 
ences of the military. 

Mass-casualty potential in military combat has 
always been a matter for extensive preplanning and 
training. Under combat conditions there have never 
been enough doctors and nurses to insure adequate 
care for all casualties. The solution has been the 
thorough training of paramedical personnel, non- 
commissioned officers and enlisted men, in the fun- 
damentals of care of the injured. They are variously 
designated as medical technicians, hospital corps- 
men, company aid men, and medical airmen. These 
groups of men have, quite literally, extended the 
skills and multiplied the hands of our medical of- 
ficer personnel, providing effective aid with brav- 
ery, through all our conflicts, particularly those of 
World War I and Korea. Without the assistance 
of these highly trained personnel who braved the 
dangers of the battlefield to bring confidence, un- 
derstanding, immediate assurance, and lifesaving 
techniques to the wounded, our mortality rates in 
these wars would have been much higher. 

The possibility of thermonuclear explosions has 
created new problems. In the first place it has 
increased the casualty potential in the military to 
the point that even the well-developed groups of 
paramedical personnel of the armed services are 
now considered to be inadequate to meet the re- 
quirements of these casualties. In addition, it can 
be assumed that there will be a tremendous loss 
of civilian professional and nonprofessional medical 
personnel as well as numerous medical facilities, 
further increasing the medical problems.* As a re- 
sult, the Navy has reorganized and strengthened 
the long-standing general requirement for first-aid 
training. In the words of the Secretary of the Navy: 
“The disastrous potentialities of thermonuclear, nu- 
clear, biological, and chemical warfare attack ren- 
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der it imperative that an intensive Navy-wide pro- 
gram of augmented, modernized, and standardized 
first aid and self-aid training be conducted on a 
continuing basis.” 

It can be assumed that the newer types of mis- 
siles and nuclear blasts threaten devastation of civil- 
ian concentrations far removed from any “combat 
area.” It is apparent that there is no longer any rea- 
son for differentiating between war zones and 
large cities or other strategic locations when it 
comes to medical preparedness for mass-casualty 
care. 

As civilian physicians, then, we must extend our 
effectiveness in times of community disaster by de- 
veloping and training paramedical personnel, as 
has been done in the military. This has been spe- 
cifically recommended in the report of the Com- 
mission on a National Emergency Medical Care 
Plan of the American Medical Association.’ To 
accomplish this, each physician should, in his own 
neighborhood or community, make it his personal 
responsibility to assemble and to train a group of 
persons in the fundamentals of first aid and surviv- 
al procedures. At the same time the physician, 
broadening his scope of activities beyond his own 
limiting professional activities, should coordinate 
the activities of nurses, paramedical personnel, res- 
cue workers, ambulance drivers, and hospital per- 
sonnel in order to form an efficient medical team. 
In times of disaster, these would be his immediate 
assistants; in preparation for disaster, they would 
also serve by instructing the rest of the community 
in the fundamentals of first aid. According to the 
director of health services, OCDM, “Widespread 
health education, including first aid and home nurs- 
ing training, is a fundamental step toward survival 
and we in the health professions have the teaching 
job to do.”” 


Resources for Training 


This is not so great a task as it initially might 
appear to be, because of existing resources. In al- 
most every community there are persons with vary- 
ing degrees of training in first aid: Red Cross aids, 
Boy Scouts, Girl Scouts, reserve and retired mili- 
tary personnel, some of the latter with combat ex- 
perience—all of these can be marshalled as poten- 
tial instructor assistants. Also, in most localities, the 
administrative machinery has already been organ- 
ized in accordance with civilian defense plans. 
Some physicians are already participating. Some 
have perhaps been avoiding the issue because they 
did not have a plan for teaching or did not know 
about available material that would make teaching 
easier and more interesting. Not all are experienced 
in organizing instructional material or in teaching. 
Perhaps, for these reasons, many physicians have 
not risen to the challenge, even though they have 
appreciated the need. 
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In this area there are also resources available. 
The Army, the Air Force, the Navy, the Red Cross, 
the OCDM, and others have prepared a number 
of pertinent manuals and training aids for use in 
first-aid classes. On request they will provide such 
materials to the extent their supplies permit. 


Navy Training Course 


I am somewhat more familiar with a Navy De- 
partment publication which appears to have partic- 
ular pertinence to the subject at hand. This publi- 
cation bears the rather formidable title “Syllabus of 
Lesson Plans for Teaching First-Aid, Self-Aid and 
Related Duties in Mass Casualty Situations of Con- 
ventional, Nuclear, Biological, and Chemical War- 
fare to All Nonmedical and Certain Groups of Med- 
ical Personnel of the U. S. Navy.” It is divided into 
some 18 major topics, with a lesson plan for each. 
Each plan includes objectives, training aids, and a 
plan of presentation for each class session. An ap- 
propriate condensation of pertinent subject matter 
for each lesson is also included. 

Keyed to each lesson are new films on first aid. 
These are unique in first-aid training in that they 
comprise a unified series in which the treatment of 
specific injuries is subordinated to the full assess- 
ment and treatment of the injured persons. Serious 
injuries can thus be recognized even when they are 
overshadowed by immediately evident injuries of | 
less serious consequence. 

The key to the general plan of presentation is to 
be found in the film entitled “First Aid for the In- 
jured—Introduction.” This film presents a system- 
atic approach for determining the nature and ex- 
tent of a victim’s injury and the over-all principles 
for treatment and handling. Details of treatment 
are depicted only to the extent necessary to demon- 
strate the system. Each subsequent film in the 
series centers on an injury or procedure of a specific 
kind, but in each case the observer is led to the de- 
termination of the type of injury via the system 
of examination set forth in the introductory film. 
This minimizes the possible oversight of significant 
injuries and mishandling of the victim. An excep- 
tion to this general pattern is found in three films 
on splinting and two on special techniques of han- 
dling. These are essentially “how to do it” or “drill” 
films. 

In general, the subjects are arranged in order of 
urgency of treatment: asphyxia, bleeding, fractures, 
burns, heat stroke and heat exhaustion, handling, 
and transportation. There is no separate film on 
shock. In this series of films shock has been con- 
sidered as a concomitant always present, in at least 
some degree, in every injured person; hence, pro- 
cedures for its treatment are included in each of the 
films. 

It must be recognized that in training of para- 
medical personnel we cannot expect to provide 
sufficient background to assure the degree of judg- 
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ment expected of a physician. However, in a catas- 
trophe the paramedical personnel surviving may be 
required to perform many of the emergency pro- 
cedures carried out by professional personnel when 
available. The degree of training will often depend 
on the ability of the teacher and the receptivity 
and earlier basic training of the paramedical per- 
sonnel. 

We must settle for direct and practical instruc- 
tions for, say, 95% of the practical situations en- 
countered. We should not, therefore, evaluate ma- 
terials for instruction as medical school graduates 
but in terms of the kind of judgments that the in- 
telligent but medically untrained layman can make. 
One of the major objectives in preparing these films 
has been to provide directness of approach and ac- 
ceptable simplification. 

One aspect of simplification is explicitness. Con- 
sider, as an example, the problem of organizing an 
effective hour of instruction on how properly to 
handle casualties of all types to insure safe treat- 
ment and transportation. 

Remember that to the physician the admonition 
“handle carefully” has a different specific meaning 
for various types of injury, but to the uninformed it 
tends only to suggest a kindly frame of mind and 
a solicitude which, alone, will not prevent a 
pinched spinal cord or a severed artery. How 
would one proceed? Without assistance it would 
be a difficult assignment. 

On the other hand, consider the same assign- 
ment if the discussion were organized along the 
lines of the syllabus and the practical exercises 
around a short training film. These aids provide 
an interesting and sound basis of training of in- 
structors, with the minimum reasonable expendi- 
ture of time and effort. 

Used in its entirety, the syllabus is well designed 
for medical officers’ and nurses’ refresher courses 
and for those who are to serve as their assistants 
and as first-aid instructors. For these, its complete 
presentation provides an advanced and desirably 
standardized background essential to teaching. As 
such, it can serve as the basic material to be used 
in the instruction of the paramedical team who will 
extend this work to all members of the community. 
With a motivated audience of persons of advanced 
comprehension, the teaching time for the complete 
syllabus has been estimated at 20 hours. Thus, with 
some 20 hours of teaching, and perhaps another 10 
of general organization work, a trained team or 
cadre will have been developed, ready to carry 
the instruction forward to every man, woman, and 
child of the community, be it a small town or a city 
block. As paramedical assistants face their task of 
instructing less prepared and less motivated audi- 
ences, it will be obvious that a modification of the 
instructional material provided in the syllabus will 


be required. 
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Comment 


I have mentioned the other armed services, the 
Red Cross, and the OCDM as sources of training 
mat*vial. Relative to this, I should not fail to indi- 
cate other available sources, such as the medical 
schools affiliated with the MEND program, the Na- 
tional Committee on Radiation Protection Control, 
the Bureau of Standards, the Division of Biology 
and Medicine of the United States Atomic Energy 
Commission, and two committees of the National 
Academy of Science-National Research Council, 
one on the genetic effects of atomic radiation and 
the other the advisory committee on civil defense. 
These sources can provide basic literature of every 
type, a more than ample supply for the require- 
ments of the physician. 

Communities need the help of physicians, and 
physicians will receive the active cooperation of 
local television and radio facilities and the inter- 
est and support of fraternal organizations, women’s 
clubs, and businessmen’s groups, all of whom, if 
the necessity for such instruction is brought to their 
attention, will join in these efforts and will make 
first-aid instruction a vital part of their programs. 

The following quotation from the American Med- 
ical Association special study report is especially 
significant: “In all previous wars, while the medical 
profession has been an important adjunct to com- 
bat and military activities it has nonetheless been 
no more than an adjunct. In the future all-out, 
mass-type warfare, plans for the employment of the 
medical and allied professions prior to combat and 
the effectiveness with which their skills and re- 
sources are applied immediately afterward will 
determine whether the nation lives or dies.” ’ 

Whether physicians are motivated to action by 
patriotism, love of humanity, upholding their pro- 
fessional oath, or just plain down-to-earth self-pres- 
ervation, they cannot avoid their responsibilities in 
these matters, for they are the reservoirs of the 
medical knowledge necessary to be imparted. 


634 N. Grand Ave. (3). 
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VALUE OF INDWELLING CATHETERS IN INTRAVENOUS THERAPY 
DESCRIPTION OF NEW NEEDLE AND CATHETER SET 
Hans J. Gritsch, M.D. 


Carter M. Ballinger, M.D., Salt Lake City 


Infiltration is a frequent, unhappy accompani- 
ment to intravenous infusions or blood transfusions. 
It often occurs at most inconvenient times, perhaps 
interfering with critical blood replacement during 
surgery. Some of the difficulty cen be obviated by 
splinting the extremity carefully and placing the 
needles correctly away from a joint. In small veins, 
as in young children, or collapsed veins, as in shock 
victims, the physician can usually attain greater 
success by performing a cut-down and inserting a 
catheter into the vein under direct vision. Physi- 
cians have long recognized other advantages from 
the use of an indwelling catheter—infiltration is 
almost impossible; repeated painful, time-consum- 
ing venipunctures are avoided; and a “sure” means 
of administering fluids, blood, and blood substitutes 
rapidly during medical and surgical emergencies 
can be provided. 

To avoid the time-consuming surgical procedure 
of a cut-down with the sacrifice of a vein (be- 
cause it is tied off) in order to insert a catheter 
in patients with accessible large-caliber veins, 
Meyers ' and others have considered the use of a 
catheter passed through a large-bore ncedle and 
then connected by a smaller needle to the infusion 
set in all patients requiring infusion or transfusion. 
This has a number of advantages: the tip of the 
catheter is advanced to a site of larger vein cali- 
ber and greater blood flow,’ the risk of leakage 
from the puncture site is minimized, needle dis- 
lodgment is prevented, and greater freedom of 
movement is given. In fact, this idea was mentioned 
by Forssman * in 1929 and led eventually to the 

hnique of cardiac catheterization. In comparison 
with usual venipunctures some of the disadvantages 
of this “catheter-passing” procedure are that a 
larger needle is required; it is a more cumbersome 
technique than simple venipuncture; sterile drapes, 
gloves, and instruments must be used, requiring 
more preparation which results in a greater cost to 
the patient; and the smaller needle inserted inside 
the catheter limits the flow of fluid and may inter- 
fere with rapid blood replacement. 

When we became dissatisfied with this “catheter- 
passing” technique, but were still anxious to give 
our patients the advantages of a catheter, we were 
glad to try the plastic needle described by Massa 


Instructor, Division of Anesthesiology, University of Utah (Dr. 
Gritsch) and Assistant Professor and Director, Division of Anesthesi- 
ology, University of Utah, and Director, Department of a 
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now at the Department of Anesthesiology, Anich- 
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A newly available disposable _ sterile 
needle and catheter set, the Deseret Intra- 
cath, consists of a thin-walled needle through 
which a self-contained polyethylene or poly- 
vinyl catheter may be passed into a vein by 
manipulation through a sterile plastic sleeve 
attached to the needle at the factory. After 
the catheter has been passed, the hub of 
the needle provides the connection to the 
intravenous apparatus when it is withdrawn 
from the vein and pulled over the flanged 
proximal end of the catheter. This unit has 
now been used in over 500,000 cases. It 
satisfies equipment needs for copious and/or 
prolonged intravenous therapy in patients 
with accessible veins. 


and co-workers.” This consists of an inside 3-in. 
19-gauge needle whose point extends beyond the 
end of an outer beveled polyethylene catheter at- 
tached to a %s-in. 16-gauge blunt needle (fig. 1). The 
venipuncture is accomplished with the inner 19- 
gauge needle, which is then withdrawn as the outer 
16-gauge needle catheter assembly is threaded up 
the vein. The needle and catheter assembly has the 
following advantages: 1. The large needle allows 
rapid fluid administration. 2. The flexible catheter 
insures continued presence of the fluid pathway 
into the vein, in spite of movement. In our experi- 
ence it has the following disadvantages: 1. It is 
more difficult to insert the plastic needle into the 
vein than ordinary needles of the same caliber. 
2. Once the inner needle has been withdrawn from 
the outer catheter it cannot be reintroduced. 3. The 
inner needle is somewhat difficult to withdraw from 
the catheter; attempts to withdraw it have led to 
damage of veins. 4. The catheter is short and can- 
not be threaded far into 2 vein. 5. The unit must be 
sterilized and packaged by the consumer. 6. The 
tightly fitting catheter sometimes cracks and can 
then easily come off the needle, leak, or slide up the 
vein. 7. The unit is somewhat costly and hence 
is not used as often as perhaps desirable. The 
problems associated with the use of this plastic 
needle led us to look for a device which would 
more nearly satisfy our requirements and avoid the 
pitfalls of the plastic needle. 
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During recent months an inexpensive, disposable 
catheter and needle unit called the Deseret Intra- 
cath, which offers the advantages of a catheter 
without the disadvantages of the hospital-prepared 
catheter-passing set or the plastic needle described 
above, has come to our attention. Available com- 


Needle stylet 
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the ethylene oxide gas process.’ (Frequent bac- 
teriological examinations have determined that this 
method of sterilization is satisfactory.°) 

Insertion of the Intracath catheter (fig. 3) is a 
four-step procedure. 1. Venipuncture is performed 
in the usual manner with the large-bore needle. 


Plastic cannula 


Fig. 1.—Plastic needle, consisting of inner 3-in. 19-gauge needle (stylet) whose tip projects beyond end of tapered 
catheter (plastic cannula) which fits over outer blunt 0.375-in. 16-gauge needle. 


mercially in a sterile packet, the Deseret Intracath 
consists of a thin-walled large-bore 1.5-in. needle 
and a silicone-coated polyvinyl 8-in. catheter * con- 
tained in a sterile plastic sleeve (fig. 2). The unit 
comes in three sizes: no. 50, large, with a 14-gauge 
needle for insertion and a catheter whose internal 
diameter corresponds to the internal diameter of a 
16-gauge needle; no. 100, medium, with 16-gauge 
needle for insertion and catheter with internal 


2.The polyvinyl catheter is advanced through the 
needle well into the vein, by manipulation from the 
outside through the flexible plastic sleeve. (During 
this maneuver blood flow through the catheter, and 
hence correct position in the lumen of the vein, can 
be ascertained by the observation of blood dripping 
into the transparent sleeve.) Before removal of the 
needle a dry cotton ball is placed over the puncture 
site and taped firmly in place. 3. The catheter is 
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Fig. 2.—Schematic cross section of Intracath. After catheter has been passed, flanged end fits snugly in special needle hub. 
Needle serves as connection to intravenous set after it has been withdrawn from vein. 


diameter of an 18-gauge needle; and no. 150, small, 
with a 19-gauge needle and a catheter with internal 
diameter of a 21-or-22-gauge needle. Each of the 
three sizes has a blunted tip and a flanged proximal 
end. The assembled unit is contained in a sealed 
plastic package which is sterilized in the factory by 


held in position by external digital pressure on the 
vein cephalad to the piercing point and the needle 
is withdrawn from the puncture site out of the vein 
over the catheter. 4. The needle hub is pulled 
snugly over the flanged distal end of the catheter 
so that it attaches to the catheter, the plastic bag 
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which held the catheter is removed, and finally the 
intravenous set is attached to the needle, which 
now serves as an adapter. Insertion of the larger 
needle can be made relatively painless by a prior 
injection of a local anesthetic intradermally with 
a 27-gauge needle at the contemplated punc- 
ture site. 

In our opinion the Intracath has the following 
advantages over the improvised catheter insertion 
sets prepared in many hospitals: 1. It is sterile and 
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Fig. 3.—Technique of insertion of Intracath in antecubital vein: A, venipuncture; B, catheter is advanced by manipulation 
inside sterile sleeve; C, needle is withdrawn while catheter is held in place; and D, intravenous tubing is attached aft 
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catheter that would impede the fluid flow. The ad- 
vantages of the Intracath over the plastic needle 
are easier insertion of the needle and the catheter, 
greater choice of sizes to fit varying needs, that it 
comes ready to use, that the catheter is long enough 
to be threaded so far into the vein that it will not 
become dislodged with movement of the patient's 
extremity, and that the cost of the Intracath is such 
that it can be used on almost all patients requiring 
infusion or transfusion. 


catheter is pulled securely into needle and plug and sleeve removed. 


ready to use, thus eliminating the need for a sterile 
surgical set-up. 2. While the siliconized polyviny] 
tubing slips easily in the thin-wall needle, still the 
tubing fits snugly in the needle. Because there is so 
little difference in size between the puncturing 
needle and the final indwelling catheter, usually no 
leakage occurs at the puncture site. 3. Because of 
the special flange on the proximal end of the cath- 
eter a leakproof fit is obtained between the original 
needle hub and the catheter, thus obviating the 
need for insertion of a smaller needle inside the 


Other uses for these siliconized catheter and 
needle sets which have been suggested include 
artificial insemination; prolonged drainage of fluid 
from body cavities; collection of blood from ani- 
mals; collection of blood from blood donors, espe- 
cially blood for platelet transfusions; and oxytocin 
(Pitocin) infusions for obstetric patients. Because 
the Deseret Intracath appeared to meet most of the 
criteria for a desirable set listed above, we decided 
to subject it to more rigorous trial before accepting 
it for general use. 
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Clinical Study 


We have now tested over 1,000 of the Deseret 
Intracaths at the University of Utah College of 
Medicine affiliated hospitals, and we have found 
they satisfy our,criteria for a desirable catheter set 
for copious and/or prolonged intravenous therapy 
in patients with accessible veins. The Intracath has 
been employed in intravenous infusions, blood 
transfusions, and pressure transfusions. We have 
also used it for continuous monitoring of venous 
and arterial pressures during extensive surgical 
procedures. For prolonged fluid administration the 
catheter has usually been left in place as long as 
required; it was removed earlier only when signs 
of local irritation or tenderness developed at the 
site of insertion, along the vein, or over the tip of 
the catheter. To date over 500,000 of these units 
have been used in other hospitals in the United 
States, Canada, and foreign countries. 

The use of this catheter set was carefully studied 
in 127 patients (121 adults and 6 children) under- 
going all types of surgical procedures. Many of 
these were emergency procedures or operations 


TaBLE 1.—Incidence of Local Reaction to Polyvinyl 
Catheter in 127 Patients 


Uneou ted Coated 
No. with No. with 
Catheter Removed, Local Local 
Postoperative Day No. Reactions No. Reactions 
3 2 35 2 
3 1 23 4 
2 is 14 10 


necessitating rapid blood administration. For pro- 
cedures in which the anesthesiologist had limited 
or no access to the patient’s extremities during the 
operation the catheter was of particular value. 
Once the catheter was properly inserted we en- 
countered no “intravenous” difficulty; this permitted 
the anesthesiologist to give undivided attention to 
the anesthesia. 

Few complications of a technical nature were 
encountered: in 127 patients there were 5 in whom 
it was impossible to advance the catheter into a 
vein, 2 in whom there was difficulty with veni- 
puncture, one in whom there was leakage at the 
puncture site, but not a single instance of dislodg- 
ing of the catheter. Most of these complications 
were met early in our experience with this set. 
However, as we gained experience, insertion of the 
Intracath became as easy to perform as any other 
venipuncture. Insertion of the needle was accom- 
plished with greater ease if a larger vein was avail- 
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able. We also found decreased incidence of local 
irritation and phlebitis and better flow of liquid 
when a larger arm vein was used. Because move- 
ment does not dislodge the catheter there was no 
need to avoid the antecubital veins. Once the cath- 
eter and needle set was placed and firmly secured 
to the adjacent skin with adhesive tape there was 
nearly complete freedom of movement. This was 
especially appreciated when the patient had to be 
turned and also when the anesthesiologist had no 
access to a vein or extremity during the surgical 
procedure. The puncture site, in most of the pa- 
tients in this series, was either antecubitally in the 
basilic vein (69) or in the cephalic vein, on the 
wrist (36), forearm (9), upper part of the arm (6), or 
antecubitally (5). In two patients the puncture site 
was in a saphenous vein, in the leg. 

During operation we used the catheter for ad- 
ministration of liquids or blood, often under some 
pressure. Only once did we see leakage of blood 
around the catheter at the puncture site, in an aged 
patient with sclerotic veins. The leakage could be 
controlled with a small pressure dressing over the 
puncture site. 

The internal diameter of the large-sized catheter 
(no. 50) corresponds to the inner diameter of a 
16-gauge needle, thus allowing administration of 
large amounts of blood rapidly. During cardiac 
surgery with use of the cardiopulmonary bypass we 
have satisfactorily used the catheter for continuous 
monitoring of the venous and arterial blood pres- 
sure as well as for blood replacement before and 
after the bypass. 

The catheter was of great value in the recovery 
room. The fact that nurses could turn the patients 
frequently without fear of dislodging the needles 
probably aided in the prevention of postoperative 
pulmonary, skin, and vascular complications. Since 
the catheter also facilitated intravenous administra- 
tion of vasopressors, sedatives, and fluids during the 
postoperative period, a time when previously the 
infusion apparatus had often become dislodged, it 
was much appreciated by patients and staff alike. 

In some patients the catheter was removed in the 
recovery room. In others it was left in place for a 
longer period. In table 1 are listed the results of 
leaving the catheter in place for varying periods 
up to eight days. While local reactions occurred in 
28 patients, when we removed the catheter the in- 
flammation subsided spontaneously in all but one. 
This patient, a 68-year-old man who underwent a 
gastric resection, had a no. 50 (large) catheter in- 
serted preoperatively. He received fluids and blood 
through it without complications. On the third 
postoperative day some tenderness was noted over 
the catheter tip and along the vein, and the cath- 
eter was removed. Until his discharge one week 
postoperatively the patient offered no complaints 
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and the local reaction seemed to have subsided sat- 
isfactorily. One week later the patient was re- 
admitted with a temperature of 103 F (39.4 C), red- 
ness, swelling, and induration over the arm in which 
the intravenous catheter had been placed. Pulmo- 
nary embolism or infarction was excluded because 
of negative results of an x-ray examination of his 
chest. The patient was treated with anticoagulants 
and antibiotics. His temperature returned to normal 
and the local symptoms subsided in 24 hours, and 
he was discharged without further sequelae. Our im- 
pression was that this patient represented a case of 
ascending infection. Whether it was the result of 
the use of the Intracath or of medicaments given in 
the infusion we could not determine. The catheter 
used was an earlier polyvinyl version which was 
not siliconized. 
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Animal Tissue Study 


To test the relationship of local reactions, ma- 
terial of the catheter, and the time factor, we 
inserted polyethylene, uncoated polyvinyl, and sili- 
cone-coated polyvinyl tubing in five dogs (ad- 
mittedly a small series). The procedure in each 
case was as follows: The animal was anesthetized 
with pentobarbital administered intravenously in 
one limb vein. Each of the other extremities was 
used for the venous insertion of a length of tubing 
of one of the three different materials. The cut- 
down and tubing insertions were all done under 
sterile conditions. In order that the dog would not 
pull out or otherwise disturb the distal ends of the 
tubing, each was concealed by tying a knot in it 
and placing it subcutaneously. The skin incision 


TaBLE 2.—Macroscopic and Microscopic Appearances of Veins and Perivascular Tissue Removed 
After Prolonged Insertion of Polyethylene, Polyvinyl, and Silicone-Coated Polyvinyl Tubing 


Macroscopic Appearance Microscopie Appearance 
Dog Insertion, Silicone-Coated Silicone-Coated 
No. Days Polyethylene Polyvinyl vinyl Polyethylene Polyvinyl Polyvinyl 
Bisset tis 1 Cellulitis around vein and perivascular tissue, vein patent, Mild inflammatory Well preserved, Acute inflamma- 
catheter plugged with thrombus response, hemor- no significant tion extending 
rhage changes into adjacent 
tissue, local 
hemorrhage 
Gieksatevcnene 2 Cellulitis (wound No swelling Mild thickening, Moderate inflam- Severe response with polymorpho- 
infected), vein catheter plugged, vein patent, no matory response nuclear celis in media, tunica adventitia 
patent vein patent cellulitis thickened by proteinaceous material 
b00c0seesdees 3 Vein patent, thick- Vein patent but thickened Subsiding inflam- Prominent inflam- Media indistinct, 
ening of perivas- matory response matory response intimal hyaliniza- 
cular tissue around vein with affecting media, tion, thickening of 
edema, polymor- mononuclear tunica adventitia, 
phonuclear cells, leukocytes and se 
and protein protein exudation nuclear leukocytes, 
exudation increased ground 
substance 
Gi cccsnevcosece 14 Veins thrombosed, perivascular tissue thickened No acute reaction, Endothelial proliferation, fibrosis of 
considerable sub- wall beyond 
siding inflamma- 
tory reaction 
21 Endothelial Endothelial Older process with 


thickenec 


plugged; veins thrombosed; perivascular tissue 


hyaline fibrous 


proliferation, 
tissue, only 


pigment-laden 

macrophages in 

wall beyond media, polymor- 
phonuclear cells 
prese’ 


roliferation, 
ittle true 
reaction 


In our first series, with uncoated polyvinyl cath- 
eters, local reactions occurred in 6 of 14 patients 
(42.8%) when the catheter was left in place for one 
or more days. This high incidence prompted fur- 
ther investigation on the part of the manufacturers 
and the subsequent coating of the catheters with 
silicone.” Thereafter, the incidence of local reaction 
was reduced to 19.4%. While we have not analyzed 
a similar series of patients who have had ordinary 
intravenous needles in place for infusions, it is our 
impression that the local reaction rate is this high 
or higher, if the needle is left in place this long. 
From this experience we recommend removing the 
catheters the second or third day. The catheter has 
been used by us in a series of 127 patients quite 
successfully, except for the one case mentioned 
above. As further refinement is achieved by the 
manufacturer it should be possible to leave the 
catheter in place for as long as intravenous therapy 


is needed. 


was then closed over the catheter with interrupted 


_ silk sutures. After intervals of one day, two days, 


three days, two weeks, and three weeks, vein sec- 
tions containing the catheter and the perivascular 
tissue were excised. The macroscopic appearance 
was noted and the tissue sections fixed in 10% for- 
maldehyde solution and prepared for microscopic 
examination. 

The results, presented in table 2, can be sum- 
marized as follows: (1) early inflammatory response 
and some hemorrhage, (2) subsiding of inflamma- 
tion within 72 hours, (3) late endothelial prolifer- 
ation and fibrosis of wall, and (4) slightly less re- 
action to the polyethylene than to the polyvinyl 
tubing. Although the manufacturer has realized the 
slight advantage which polyethylene tubing might 
provide, the physical characteristics of that material 
precluded its adaptation to use in the Intracath set 
until recently. The technical manufacturing prob- 
lem associated with the provision of polyethylene 
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catheter material for the Intracath has now been 
solved, so all of these units will be made from 
polyethylene tubing. This same tubing has long 
been used for cut-down insertion of a catheter. In 
at least one case the catheter was left in place for 
as long as 130 davs, as reported in a published 
series.” 
Comment 

While this device is simple, inexpensive, and 
easy to insert, its routine use in intravenous ther- 
apy, treatment of shock (due to blood loss or 
“neurogenic” shock), and anesthesia has provided 
us with one more safety and comfort factor which 
has reduced patient morbidity and possibly mor- 
tality. This factor has actually simplified our pa- 
tient care in many ways in the operating and recov- 
ery rooms and on our wards. 

The length of time a patient may tolerate one of 
these indwelling catheters is variable: usually 48 
hours but sometimes much longer. While coating 
the catheters with silicone made little difference in 
the amount of tissue reaction in the animal study, 
clinically this modification has allowed longer use 
of these catheters. Now that polyethylene tubing is 
being used for the catheter, we expect the catheter 
may be left in the vein for considerably longer 
periods of time. Further clinical trials of this re- 
cently available polyethylene catheter are planned; 
it would seem likely that it will prove as satisfac- 
tory in the Intracath as it has been for cut-down 
catheters. It was recently pointed out that part of 
the reaction may be due to the catheter slipping in 
and out of the vein as the extremity is moved—that 
is, the catheter serves as a wick for introducing in- 
fection into the vein. Greater attention to mainte- 
nance of sterile conditions after insertion of the 
Intracath might reduce the incidence of reaction. 


Summary 


Intravenous catheterization is the most advan- 
tageous technique for prolonged trouble-free “sure” 
administration of liquids and/or transfusion of 
large quantities of blood rapidly during anesthesia, 
surgical procedures, and shock treatment. A newly 
available, disposable, sterile needle and catheter 
set, the Deseret Intracath, consists of a thin-walled 
needle through which a self-contained polyethylene 
or polyvinyl catheter may be passed into a vein by 
manipulation of the catheter through a sterile plas- 
tic sleeve attached to the needle at the factory. 
After the catheter has been passed up the vein, the 
ground-out hub of the needle provides the connec- 
tion to the intravenous apparatus after the needle 
has been withdrawn from the skin and pulled over 
the flanged proximal end of the catheter. 
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This unit has now been successfully used in over 
1,000 cases in the University of Utah College of 
Medicine affiliated hospitals. Our clinical investiga- 
tion has shown its widespread applicability—during 
surgery and anesthesia, in preoperative and _ post- 
operative care, and for all types of medical intra- 
venous therapy. Clinical and laboratory investiga- 
tion has shown that the silicone-coated polyvinyl 
catheter can safely be left in place for at least 48 
hours. The incidence of local reaction was 19% in 
a series of 113 patients in whom the catheter was 
left in place up to eight days. None of the reactions 
was serious, and all subsided with removal of the 
catheter. 

Preliminary experience with a new type of sili- 
cone-coated polyethylene catheter indicates that the 
catheter may usually be left in place as long as fluid 
therapy is necessary, provided sterile precautions 
are exercised to prevent introduction of infection 
around the catheter. The low cost, ease of insertion, 
and widespread applicability of the Intracath rec- 
ommend its routine use in all intravenous thera- 
peutic procedures. 

2033 S. State St. (15) (Dr. Ballinger ). 


The microscopic examination was performed by Dr. 
Russell Jones, Department of Pathology, University of Utah. 

This sterile, disposable, intravenous catheter set, perfected 
from suggestions made by Dr. George O. Doherty and other 
Salt Lake City physicians, is manufactured by the Deseret 
Pharmaceutical Company, Silt take City. 
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WHEN SHOULD HERNIA IN THE INFANT BE TREATED BILATERALLY? 
William B. Kiesewetter, M.D. 


and 
Lucio Parenzan, M.D., Pittsburgh 


With increasing frequency, the question is asked: 
“Are all hernias in infants bilateral?” No surgeon 
has done many herniorrhaphies in infants without 
encountering the distressing experience, after cor- 
recting a unilateral hernia, of having another make 
its appearance on the opposite side within a rela- 
tively few months. 

Until recently, when two articles appeared in the 
literature,’ surprisingly little has been’ written on 
this subject. In 1955 Rothenberg and Barnett '” 
wrote about a limited experience with bilateral ex- 
plorations in patients with unilateral hernias. They 
had 12 patients under one year of age, all of whom 
had contralateral hernias on exploration. In the 
group of 11 additional patients between the ages 
of 1 and 4 years, 64% had anatomic hernias on the 
opposite side. This experience is interesting, but 
conclusions drawn from so small a group of infants 
would hardly be statistically significant. Clausen 
and his co-workers '* undertook a most interesting 
review of this subject, in which 89 patients under 
2 years of age, with unilateral hernia symptoms, 
had _ contralateral explorations done. Fifty-one 
(57%) were found to have a sac of 2 cm. or great- 
er on the opposite side. 

Our interest in this problem has been present 
for a number of years, and an answer was sought 
by laying out a definite plan of action. Results of 
the plan are the basis for this paper. It will be the 
purpose of the paper to answer the question as to 
whether all children under 2 years of age should 
have bilateral explorations done, regardless of 
whether symptoms and signs are unilateral or bi- 
lateral. 

Analysis of Data 


Material.—In order to gain an understanding of 
the bilateral hernia problem in infancy, two groups 
of patients have been studied. In February, 1957, 
we began doing a series of 100 bilateral hernior- 
rhaphies in patients under 2 years of age who were 
seen for unilateral complaints and in whom no 
evidence could be found of a hernia on the opposite 
side. This group was studied in an effort to find 
out, through the experience of two or three sur- 
geons, how many infants would have anatomic 
hernias on the opposite side when symptoms oc- 
curred on only one side. By having three people 
do the herniorrhaphies, the same criteria of judg- 


Professor of Pediatric Surgery, University of Pittsburgh School of 
Medicine, and Surgeon-in-Chief, Children’s Hospital of ~~ (Dr. 
Kiesewetter); Teaching Fellow in Surgery, University of Pittsburgh 
School of Medicine (Dr. Parenzan). 


When it becomes necessary to perform 
herniorrhaphy on one side in young children 
it is also necessary to consider the advis- 
ability of exploring the other side for incipi- 
ent hernia. A group of 100 children under 
2 years of age underwent operation because 
of unilateral complaints without signs or 
symptoms of contralateral hernia; neverthe- 
less exploration revealed evidence of contra- 
lateral hernia in 61 of these. A second group 
of 237 underwent unilateral herniorrhaphy 
without surgical exploration of the contra- 
lateral side; 73 of these were found later, in 
a follow-up study, to have undergone subse- 
quent contralateral herniorrhaphy at various 
times up to nine years after the first opera- 
tion. The disadvantages of operating twice 
are considerable. The authors recommend, 
instead, that all herniorrhaphies undertaken 
on children less than 2 years old be bilateral. 


ment could be applied to all cases. A second group 
of 237 cases was reviewed in which unilateral 
herniorrhaphy had been done in patients under the 
age of 2 years. These patients were followed either 
personally or by mail to ascertain whether they 
had developed a contralateral hernia later in life. 
This was done in order to gain some perspective 
as to whether the anatomic presence of a contra- 
lateral hernia would always result in the ultimate 
development of a symptomatic hernia. 

Sex Incidence.—Inguinal hernias occur predom- 
inantly in males. Writers on this subject feel that 
there is an 8:1 or 9:1 predominance of male in- 
fants. In the two groups of patients studied here, 
86 males and 14 females were operated on. In the 
group that was followed up, 177 (74%) were 
males and 60 were females. 

Race.—There were only 2 Negro children among 
the 100 patients operated on, while, in the follow- 
up series, 17 of 237 were Negroes. 

Location.—Clearly defined limits were set for 
determining the anatomic presence of a hernia 
when exploration was carried out. A sac 1 cm. or 
greater had to be present below the internal ring 
when no tension was exerted on the cord struc- 
tures in order for result of the exploration to be 
considered positive. In the case of the follow-up 
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group, operation with the finding and correction 
of a hernia would classify the patient as having 
a contralateral hernia. Figure 1 presents graphically 
the incidence of contralateral hernias found both 
in the operated group and in the follow-up group. 
Each of the bar graphs shows the incidence on a 
given side with the findings on the opposite side. 

Operated Group: It will be noted that four of 
five of the symptomatic hernias in the operated 
group originated on the right side; this finding is 
in keeping with the general experience of right- 
sided preponderance.” We found, on contralateral 
exploration, that there was a 57% incidence of posi- 
tive findings. Clausen and associates, with a larger 
series of 100 hernias on the right side, found a 47% 
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right was once again much greater than on the 
left. One hundred sixty-nine patients had inguinal 
herniorrhaphies on the right, with a subsequent in- 
cidence of contralateral herniorrhaphy of 32%. In 
a much smaller series of 68 patients with inguinal 
herniorrhaphies on the left, the incidence of con- 
tralateral herniorrhaphy at a later date was 28%. 
Age.—Figure 2 shows the results of the bilateral 
explorations in relation to the age of the patient at 
the time of herniorrhaphy. There were 52 patients 
under 6 months of age, 18 between 6 and 12 
months, and 30 between 1 and 2 years. Thirty-four 
(65%) of the patients under 6 months of age were 
found to have hernias on the contralateral side. In 
the 6-to-12-month age group, 10 (56%) had con- 
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rig. 1.—Incidence of contralateral hernia in two groups of patients. 


incidence of positive findings on the left. In a 
smaller series, McLauthlin and Kleager *® found a 
46% incidence of positive results on the left. 

In our much smaller group of 21 patients with 
hernias on the left side, there was a 71% incidence 
of positive sacs on the opposite side. The San 
Francisco investigators '* found a 50% incidence of 
contralateral sacs in 64 cases when the primary sac 
was on the left side. The Nebraska investigators ° 
found eight hernias on the right during 11 explora- 
tions when the initial hernias were on the left. 

Follow-up Group: In a series of 237 patients 
who had initial herniorrhaphies before the age of 2 
years and who were followed for varying periods up 
to 9 years, the incidence of herniorrhaphies on the 


tralateral hernias; 16 (53%) of the 1-to-2-year old 
children had contralaterally positive results of ex- 
ploration. It is of interest to note that Clausen’s 
group found that the greatest incidence of con- 
tralaterally positive explorations was in the group 
under 6 months of age; in this group 73% positive 
results of exploration were found. In the 6-to-12- 
month age group only 50% positive results were 
obtained, and in the 1-to-2-year age group, 37.5% 
showed positive results. ; 

The patients in the follow-up group who devel- 
oped a second hernia were surveyed; we found 
that of the 74 who developed second hernias, 31 
were under 6 months of age at primary operation, 
17 were between 6 and 12 months of age, and 26 
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were between | and 2 years of age. The average 
interval between first and second herniorrhaphies 
for this entire group was 21.7 months, with ex- 
tremes of one week and 84 months. There did not 
seem to be any relationship between the age at 
which the first herniorrhaphy was done and the 
length of time before the second hernia appeared. 
It varied widely and without pattern. 
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Fig. 2.—Relationship of age of patient to incidence of 
contralateral hernia. 


One of the questions which comes to mind is 
whether more second hernias develop the longer 
the patients are followed up. While it is true that 
the total incidence will increase with each passing 
year because some patients will develop contra- 
lateral hernias, it is equally apparent from figure 3 
that the greatest danger of the occurrence of a 
second hernia is in the earliest years after the oc- 
currence of the first hernia. 


Comment 


Our interest in the question of advising bilateral 
herniorrhaphies in all infants has been aroused not 
only by several unhappy experiences with unilat- 
eral herniorrhaphies and early contralateral inci- 
dence but also by the fact that our original prac- 
tice was to do only bilateral herniorrhaphies on 
children in whom we suspected second hernias. 
More and more persons have written about the 
advisability of doing bilateral herniorrhaphies ini- 
tially.* While all of these authors have stated that 
such bilateral exploration was indicated, so far as 
can be found in the literature no one has specifi- 
cally performed them under a controlled situation 
and in an appreciably large series. For this reason 
the general trend of bilateral exploration caused 
us to consider the project reported here. It would 
seem that the increasing interest in such bilateral 
operations is based on increasing experience by all 
surgeons and that there may develop substantial 
reasons for making bilateral herniorrhaphies a uni- 
versal rule. Of course, the question arises as to 
what upper age limit should be set for the appli- 
cation of such an approach. For this paper we have 
arbitrarily chosen 2 years as the upper limit to be 
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studied. It is possible that with more studies in 
older children the indicated age group may be 
revised upward. 

Inevitably the question of bilateral exploration 
involves a consideration of the morbidity and mor- 
tality factors in the bigger operation. Only one re- 
cent paper '* comments on these factors. It stated 
that “bilateral exploration did not increase the 
mortality or morbidity rates in comparison to a 
unilateral operative procedure.” Our own experi- 
ence would certainly verify this statement, since 
we have had no mortality in either unilateral or 
bilateral operations in this age group. No notice- 
able increase of morbidity could be seen in those 
patients having bilateral exploration. The increase 
in operating time for such an exploration does not 
exceed 15 to 20 minutes, and injury to the sper- 
matic cord structures has never been a problem in 
any type of herniorrhaphy in our hands. However, 
on theoretical grounds at least, dangers associated 
with a second hospitalization, a second administra- 
tion of anesthesia, and a second operation would 
undoubtedly lead to a higher incidence of compli- 
cations. Although economic factors should not dic- 
tate the indications or the choice of operative pro- 
cedures, two hospitalizations and two operations 
certainly increase the expense. Finally, the emo- 
tional trauma to the child is markedly greater 
when he has to return for “another operation,” and 
it would be highly desirable to avoid it. 

It has been of interest to one of us (W.B.K.) to 
be able to compare the follow-up on two series of 
patients done in two institutions where different 
approaches to hernia in the infant were used. In 
one institution, during the period 1950 to 1954, the 
policy toward treatment of hernias in children un- 
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Fig. 3.—Incidence of contralateral hernia as determined 
by follow-up of patients. 


der 2 years of age was to undertake bilateral ex- 
ploration when there was the slightest suspicion of 
symptoms on the contralateral side. Accordingly, 
42% of all hernias in infants were treated bilater- 
ally; mail follow-up was obtained on 61 patients 
who had a unilateral herniorrhaphy, and only 10 
(16.6%) developed hernias on the opposite side at 
a subsequent date. By contrast, the follow-up sta- 
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tistics for the years 1950 to 1955 at the Children’s 
Hospital of Pittsburgh, where less than 25% of all 
infant herniorrhaphies were bilateral, showed that 
60 (34%) of 176 children who had unilateral herni- 
orrhaphies had to have surgery on the second side. 
This would seem to suggest that when a more ag- 
gressive policy toward the use of bilateral hernior- 
rhaphies is undertaken, there follows correspond- 
ing decrease in the number of second operations. 


Summary 


Two groups of patients with hernia have been 
studied. In the first group, 100 patients under 2 
years of age were operated on bilaterally when 
only unilateral symptoms were present. In the 
second group, 237 patients, originally operated on 
unilaterally before the age of 2, were followed up 
for two to eight years. In the first group, 60% of 
the patients were found to have contralateral 
hernia. In the second group, 31% of the patients 
have undergone surgery for a contralateral hernia 
at a later date. While the anatomic incidence is 


twice the symptomatic incidence, it seems advis- 
able to undertake bilateral herniorrhaphies on all 
children under 2 years of age. 

125 De Sota St. (13) (Dr. Kiesewetter). 
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“CASE REPORT” IN HUMAN PHARMACOLOGY 


STUDY OF A SERIES OF PYRIMIDINEDIONE DIURETICS, INCLUDING 
AMINOMETRADINE (MICTINE) AND AMISOMETRADINE (ROLICTON) 


Theodore Greiner, M.D., Harry Gold, M.D., Aaron Ganz, M.D., Nathaniel T. Kwit, M.D. 
Leon Warshaw, M.D., M. S., Narayana Rao, M.D. 


and 


Hiroshi Fujimori, M.D., New York 


Impression and opinion have played a dominant 
role in the evaluation of therapeutic properties of 
drugs from the beginning of recorded history, but 
it is only in recent years that physicians have come 
to a growing appreciation of the importance of the 
scientific approach in the selection of drugs. There 
are encouraging signs, such as the recent sym- 
posium in London,’ which suggest that this orien- 
tation is materializing as a distinct scientific disci- 
pline—clinical pharmacology. There are indications 
that in England this development is being pursued 
with greater vigor than in any other part of the 
world, perhaps because there it is linked not only 
to the needs of medical progress but to the needs 
of the public economy, by the special character of 
the organization of the medical practice and serv- 
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Greater interest is developing in the dis- 
tinct scientific discipline identified as clinical 
pharmacology. Casual clinical trial of new 
therapeutic agents after screening of the 
material in laboratory animals too often has 
proved misleading. While the controlled 
clinical trial, with use of scientific pharma- 
cology in human beings, is frequently used 
as a part of the more extensive definitive 
clinical evaluations, it is here proposed as a 
substitute for the casual clinical trial in the 
earliest stage of screening programs. The 
virtue of this method is that the results 
emerge out of an experimental design, that 
scientific evidence is secured expeditiously 
and with use of relatively few patients, and 
that the results are freer of chance and 
error. 
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ices. In the United States, the application of clinical 
pharmacology has increased considerably in recent 
years but the pace is far from equal to the needs 
that exist in relationship to the scientific practice 
of medicine. It appears that many physicians are 
not quite certain what clinical pharmacology is 
and how it differs from the conventional clinical 
trials. An informative literature on the subject is 
developing,’ which describes its special character- 
istics, its qualitative and quantitative aspects, and 
the results of some particular drug evaluations, but 
the resources of clinical pharmacology have barely 
been tapped, especially in relation to its quantita- 
tive aspects. The mechanics of this science must be 
better understood, since these constitute the vital 
characteristics distinguishing clinical pharmacology, 
the “controlled clinical trial,” from what should be 
termed the “casual clinical trial” of a proposed 
therapeutic agent. 

While in its content this paper presents an eval- 
uation of a series of pyrimidinedione diuretic 
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Fig. 1.—Structural formulas of compounds tested. Original 
material, compound 2614, proved to be mixture of com- 
pounds 3274 (80% ) and 3106 (20% ). 


compounds, its chief purpose is to direct attention 
to method by presenting what might be considered 
a “case report” in human pharmacology. It is our 
belief that greater familiarity on the part of physi- 
cians with the strengths and limitations of this ap- 
proach to drug evaluation will go a long way to 
enhance the quality of medical practice. It is hoped 
that a short narrative account of one of our experi- 
ences may provide perspective to physicians who 
grapple with the problem of making selections 
from the optimistic reports on the rapidly expand- 
ing volume of new medicinal agents. 

Our interest in the pyrimidinedione compounds 
began in 1952. By means of a screening program 
in dogs,® a nonmercurial diuretic had been found 
which was effective by oral administration. It was 
called compound 2614, which later proved to be a 
mixture of two compounds. Figure 1 shows the 
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details of their chemical composition and that of 
related compounds. The first casual clinical trial 
of compound 2614 revealed a satisfactory and 
trouble-free diuretic response in both normal per- 
sons and patients with congestive heart failure." 
Two subsequent trials led other investigators to 
take a less favorable view, with the belief that the 
gastrointestinal toxicity of compound 2614 would 
limit its clinical application.’ 

At the time of the first clinical report, compound 
2614 met our initial testing requirements for orally 
given diuretic agents: it had a low systemic toxicity 
and had not induced human hypersensitivity. The 
primary problem, then, was the relationship be- 
tween diuretic effectiveness of the compound and 
its possible production of local irritation of the 
gastrointestinal tract.° The first step in determining 
that relationship is a measure of diuretic effective- 
ness by a pharmacological bioassay in patients with 
congestive failure.’ 

Method 

The method by which the assay is carried out is 
quite unlike the conventional clinical evaluation. 
It has been described in detail in several previous 
reports.” Briefly, it adapts to the human situation, 
and to conditions resembling as closely as possible 
those in which the drug is to be used therapeuti- 
cally, the scientific principles of a bioassay used in 
the animal laboratory, and it provides data with 
reliability tested by statistical calculations. 

A group of 72 ambulant patients with heart dis- 
ease and congestive failure served as participants 
in the present studies, which extended over a period 
of 42 months. These patients required from one to 
three injections of a mercurial diuretic weekly to 
keep them free of congestive symptoms. They 
ranged in age from 39 to 82 years, with an average 
ot 65. The group consisted of 35 men and 37 women 
with cases representing the common etiological 
varieties of heart disease. 

The technique of the assay is as follows: Each 
patient comes to the clinic, is accurately weighed, 
receives a dose of diuretic, and returns in 24 hours. 
The weight loss in the 24-hour interval is the 
measure of diuretic effectiveness. The procedure 
is repeated weekly, each patient receiving, in ran- 
dom order, intramuscular doses of meralluride 
(Mercuhydrin) sodium which serve as the standard 
and doses of the various test preparations. Other 
treatment is adjusted so that patients present ap- 
proximately the same amount of edema at the time 
each dose is given throughout the assay period. The 
potency of each preparation, expressed in terms of 
the standard, is obtained from a comparison of the 
dosage-response curves. One cannot overemphasize 
the importance of always comparing the test prepa- 
rations with a standard rather than utilizing the 
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actual weight loss for a particular dose, since the 
comparison with the standard in each case elimi- 
nates the error resulting from differences in the 
behavior of different groups of patients with vary- 
ing grades of edema. 

At the same time a record is made of gastroin- 
testinal and other toxic results. In addition to the 
orally given diuretics, a placebo tablet is given, 
indistinguishable from the test drugs. Symptoms 
are evaluated by the double-blind method. Since 
the identity of the tablet is unknown to the patient 
and the investigator who is assessing toxicity, the 
subjective symptoms are free from the influence of 
conscious or unconscious bias. 


Results 


By the foregoing method, an initial assay of 
compound 2614 did not give a promising result. 
From the reported casual clinical trials, we ex- 
pected 1 Gm. to approximate the effectiveness of 
2 cc. of a mercurial diuretic. As figure 2 indicates, 
it turned out to be much less active. The 1-Gm. 
dose also gave symptoms of gastrointestinal irrita- 


@ 
3 
I. M. Standord 
Oral 
2614 
Dose (cc.) (Gm) 


Fig. 2.—Results of exploratory bioassay of compound 
2614 in 32 patients. Diuretic effect of 1 Gm. given orally was 
equivalent to that of 0.36 cc. of meralluride given intra- 
muscularly, but doses were so poorly matched as to sacrifice 
precision. (At p=0.05, confidence limits were 0.04 and 
0.70 cc.) 


tion in one out of four patients. Since its efficiency 
was far below what we had found for the common 
xanthine compounds,’ we lost interest in the mix- 
ture 2614. 

Meanwhile, chemists separated the two com- 
ponents of compound 2614 and prepared two 
additional allyl-substituted analogues. All four com- 
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pounds gave promising results in animal tests. 
Since the number of compounds belonging to this 
series was increasing, it was necessary to devise 
a more rapid technique for pinpointing the mate- 
rial which seemed worthy of more elaborate eval- 
uation. Figure 3 is a graphic illustration of this 
simplified system of preliminary screening. Single 
doses, 1 Gm. of each compound, were given along 
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Fig. 3.—Results of simplified preliminary screening of four 
pyrimidinedione analogues. Each of 34 patients received in 
random order a 1-Gm. oral dose of each compound, a placebo 
orally and two intramuscular doses of meralluride, 0.5 and 
1 cc. Approximate potencies of analogues are extrapolated 
from meralluride dosage-response curve. 


with doses of 0.5 and 1.0 cc. of meralluride in 
random order. In this way, a two-point dosage- 
response curve was obtained for intramuscularly 
given meralluride, as may be seen in the figure. 
From the effect of the single doses, the potency of 
each analogue could be estimated in terms of 
meralluride. Statistical calculation showed that the 
four analogues did, in fact, differ in their diuretic 
effectiveness. 

All of the compounds produced gastrointestinal 
discomforts. In order to ascertain their practical 
utility, the incidence of gastrointestinal discomforts 
was related to their diuretic activity. The results 
are charted in figure 4. The pattern of symptoms 
differed for the various compounds. After placebo 
administration, there were mild complaints of the 
kind commonly thought to mean local irritation in 
the gastrointestinal tract from 18% of the patients. 
In rough compensation for that “placebo reaction,” 
similar complaints from the same patients after a 
dose of diuretic are indicated by a clear space in 
the bar graph. 

It is noteworthy that compound 3106 nearly led 
the group of four materials in terms of diuretic 
effectiveness, but there was the difficulty that it 
headed the list in the incidence of gastrointestinal 
discomforts. On the other hand, compound 3497 
produced the least local irritation with the greatest 
diuretic effect. Since doses with an effect equiva- 
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lent to 0.77 cc. of meralluride did not cause serious 
toxicity, compound 3497 was regarded as a favor- 
able candidate for further trial. This preliminary 
orientation also suggested the desirability of limit- 
ing further studies to compound 3497. 

Just as we prepared to make a definitive assay of 
this compound, another preparation emerged from 
the laboratory, an isocytosine compound 3858, 
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Diuretic effectiveness of / Gm, in cc. of Meralluride 
Fig. 4.—Relationship of incidence of gastrointestinal symp- 


toms to diuretic effectiveness (as shown in figure 3) of four 
pyrimidinedione analogues. 


which showed excellent diuretic activity in rats.” 
Although its effect in dogs was not impressive, a 
few preliminary casual clinical trials by physicians 
stirred up enough enthusiasm for this compound 
to cast doubt on the desirability of pursuing further 
study of compound 3497. Since the method of 
human bioassay which we use can resolve a matter 
of this kind within a period of a few weeks, we 
proceeded to assay the new compound. The results 
are shown in figure 5A. It may be seen that the 
enthusiasm for the new compound 3858 received 
no support from the assay. It showed approximately 
similar toxicity but proved distinctly inferior to 
compound 3497 in terms of diuretic activity. We 
combined the potency values of two separate assays 
of compound 3497 (fig. 5A and B) to increase the 
precision of the result. A dose of 1.5 Gm. of this 
compound showed a diuretic response equivalent 
to 1.2 cc. of meralluride by intramuscular injection. 
This compared favorably with the best available 
diuretics for oral administration, either mercurial 
or nonmercurial. 

We next undertook to explore various possibili- 
ties for reducing the local irritant action of com- 
pound 3497. Tablets were supplied to us which had 
been treated by a special process of granular coat- 
ing and were referred to as “prolonged acting” 
tablets. As can be seen in figure 5B, by the same 
bioassay method the granular coating process was 
found not to influence the potency of the com- 
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pound. [t neither improved the incidence nor 
changed the nature of gastrointestinal complaints. 
In a similar fashion, tablets with the conventional 
type of enteric coating were tested. Figure 5C 
shows how much the potency was reduced. Gastro- 
intestinal symptoms declined somewhat less, so that 
the net result of enteric coating was a loss instead 
of an advantage. 

As mentioned before, we assess the relative 
therapeutic value of orally given diuretics by relat- 
ing their diuretic potency to the degree of irritation 
they produce. To measure the latter value we aim 
at the largest feasible single doses (unpleasant 
effects in about one-fourth of the patients). The 
table presents a ranking of several compounds, 
arranged in the order of increasing efficiency. We 
should call attention to the fact that we do not 
have the information necessary to establish the 
significance of small differences in the ranks and 
that the small differences may be accidental. 

It was clear that compound 3497 compared favor- 
ably in efficiency with the orally given diuretics 
then available. Subsequent clinical trials showed 
the material to be effective in use, and it was 
marketed as aminometradine (Mictine). 

But this was not the end of the story, for the 
next year a further molecular variation yielded 
compound 3656, which was less irritating than 
aminometradine in animal tests. The results of our 
human bioassay are shown in figure 5D. The diu- 
retic potency of compound 3656 proved to be less 
than that of aminometradine, but its toxicity was 
also less, with the net result that the new compound 
ranked highest in efficiency. (The difference is small 
and of doubtful significance. It remains to be seen 


Ranking of Therapeutic Value of Nine Orally Given 
Diuretic Preparations 


Diuretie 


cacy, ‘Toxicity Ranking 
mug, Dose, in Ce. of Incidence, Therapeutic 
Code No. Gm. Meralluride Value” 
0.75 0.23 28 82 
1.00 0.36 27 133 
1.00 0.438 31 140 
3497, enteric coated........... 0.75 0.32 22 145 
BPNithtaadedicdascsutscebanetws 1.00 0.57 32 180 
0.75 0.61 24 204 
3497, prolonged acting....... 0.75 0.53 19 279 
1.60 0.56 16 B51 


* Diuretic efficacy divided by toxieity ineidence. 
+ Aininometradine. 
t Amisometradine. 


whether it is important in therapy.) It was given 
the generic name amisometradine and made avail- 
able under the trade name Rolicton, and it has 
gradually replaced its earlier version, aminometra- 
dine. 

At this point we may refer to a few reports in 
the literature dealing with evaluations of the last 
two compounds described above, showing results 
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that were, i some respects, at variance with ours. 
We found amisometradine to be about one-half as 
potent as aminometradine, but Clark and Hagans,’° 
studving changes in urine output and body weight 
in nonedematous hospitalized persons, concluded 
that potencies of the two were comparable, although 
the data on body weight changes (not changes in 
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sodium excretion used as a measure, had results 
agreeing with ours in comparing amisometradine 
with aminometradine, but in disagreement with ours 
in the comparison of these two compounds with 
meralluride. In their results, the two pyrimidine- 
diones in relation to meralluride were 50 to 75% 
more potent than in the results reported here. It is 
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Fig. 5.—A, results of formal bioassay of compounds 3497 and 3858 in 31 patients. For compound 3497 given orally, diuretic 


effect of 1 Gm. was equivalent to that of 0.97 cc. of meralluride given intramuscularly; for compound 3858, 1 Gm. was equivalent 
to 0.31 cc. of meralluride. (Confidence limits were 0.7 and 1.5 cc. and 0.15 and 0.45 cc. respectively.) B, results of bioassay of 
two dosage forms of compound 3497 in 24 patients. Prolonged action by granular coating gave no advantage over uncoated 
tablets. Diuretic effect of 1 Gm. of each given orally was equivalent to that of 0.7 cc. of meralluride given intramuscularly. 
Combined assay date (fig. 5A and B) assigned to 1 Gm. of 3497 diuretic effect equivalent to 0.81 cc. of meralluride. (Confidence 
limits were 0.6 and 1.1 cc.) C, results of bioassay of enteric-coated compound 3497 in 29 patients. The diuretic effect of 1 Gm. 
given orally was equivalent to that of 0.43 cc. of meralluride given intramuscularly. (Confidence limits were 0.3 and 0.7 cc.) 
D, results of bioassay of compound 3656 in 35 patients. Diuretic effect of 1 Gm. given orally was equivalent to 0.35 cc. of meral- 
luride given intramuscularly. (Confidence limits were 0.2 and 0.5 cc. ) 


urine volume) in their findings suggest a potency 
ratio similar to ours—a similar response for 1.2 
Gm. of aminometradine as for 2.4 Gm. of amiso- 
metradine (precision of the method or validity of 
differences was not determined). Ford and asso- 
ciates,’' in a study of hospitalized patients who had 


of interest to note that the agreement applied to 
two compounds of the same general chemical struc- 
ture; the discrepancy occurred in the comparison of 
materials belonging to different chemical groups, 
which may involve the matter of differences in 
electrolyte patterns. One may speculate that the 


recovered from congestive failure, with urinary differences in the potency of the pyrimidinediones 
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in relation to the mercurial diuretics reflect differ- 
ences in the method of assay, namely, the use of 
sodium excretion in nonedematous hospitalized 
patients as against weight loss in ambulant patients 
in congestive failure. We are inclined to believe 
that body weight loss:as an over-all response to a 
diuretic agent is more reliable than any urinary 
component as an expression of the clearing of 
edema for the evaluation of diuretics. 


Comment 


In the development of new therapeutic agents 
it is the customary practice to screen the materials 
in laboratory animals and then proceed directly to 
a casual clinical trial in patients as a means of 
deciding the question of introducing a new agent 
into therapeutics. Neither of these test methods 
has proved to be sufficiently satisfactory.'* Mate- 
rials showing pronounced activity in laboratory 
animals are frequently ineffectual in human beings. 
The casual clinical trial is also too often misleading, 
and an increase in the number of physicians who 
make it adds little to the validity of the conclusions. 
It provides only impressions of merit that often fail 
to materialize, because such trials are made in 
therapeutic settings in which many factors may 
operate simultaneously to produce results erro- 
neously ascribed to the new agent itself. This type 
of clinical testing presents an obstacle to progress, 
for such impressions of merit in therapeutics seem 
to possess inordinate capacity for survival. 

While the controlled clinical trial, with use of 
scientific pharmacology in human beings, is often 
used in the more extensive definitive clinical evalu- 
ations, it is here proposed as a substitute for the 
casual clinical trial in the earliest screening opera- 
tions. The virtue of this method of screening is that 
the results emerge out of an experimental design, 
that scientific evidence is secured expeditiously 
and with the use of relatively few patient partici- 
pants, and that the results are freer of chance and 
error. A “case history” in human pharmacology is 
here presented to illustrate these views. A group 
of nine diuretic agents had been proposed for use, 
some of which aroused enthusiasm and optimism 
from the results of animal tests and casual clinical 
trials. In a relatively short period of time, eight of 
these were eliminated in favor of the most appro- 
priate member of the series for large-scale clinical 
use. 

Screening by the method of human pharmacology 
is not a common practice. It requires special clinical 
facilities and personnel especially trained in de- 
signing valid pharmacological experiments. Its in- 
clusion in the programs of chemical development 
with preliminary animal screening for promising 
therapeutic agents will go far in clearing away the 
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serious obstacle to progress which arises from the 
premature appearance of new compounds and 
preparations in the armamentarium of the practic- 
ing physician. 

1300 New York Ave. (21) (Dr. Gold). 
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CLINICAL NOTES 


BLOOD DYSCRASIAS ASSOCIATED WITH TOLBUTAMIDE THERAPY 
Robert C. Brod, M.D., Philadelphia 


Despite the widespread use of tolbutamide in the 
treatment of diabetes mellitus during the past three 
years, few serious side-reactions have been re- 
ported.’ It is the purpose of this paper to describe 
the second case of? fatal blood dyscrasia associ- 
ated with tolbutamide therapy. 


Report of a Case 


A 64-year-old man was admitted to the urology 
service at the U. S. Army Hospital, Frankfort, 
Germany, on Dec. 15, 1957, with an eight-day his- 
tory of urinary frequency, dysuria, chills, fever, 
and lower abdominal pain. In 1953 the patient had 
had a suprapubic prostatectomy for benign pros- 
tatic hypertrophy, subsequent to which he developed 
a urethral stricture which had required dilation at 
approximately monthly intervals. Associated with 
the stricture he had had recurrent urinary tract 
infections, which responded well to treatment with 
oxytetracycline. During the year prior to his ad- 
mission to the hospital, he had remained relatively 
well and free from any overt urinary tract infec- 
tion. A general physical checkup, including a com- 
plete blood count nine months prior to admission, 
was reported to be within normal limits. 

In 1950 the patient was discovered to have dia- 
betes mellitus while hospitalized for treatment of 
acute viral hepatitis. His weight at that time was 
184 Ib. (83.5 kg.) and adequate diabetic control 
was effected by dietary means, without the use of 
insulin. He remained essentially well except for 
periodic urinary tract infections and intermittent 
glycosuria until eight months prior to admission, 
when he was started on tolbutamide therapy be- 
cause of persistent glycosuria and fasting blood 
sugar levels above 180 mg.%. On a regimen of 500 
mg. of tolbutamide daily the diabetes was well con- 
trolled, with his weight stabilized at approximately 
176 Ib. (79.8 kg.) and his urine showing only oc- 
casional traces of sugar. His health remained es- 
sentially good until the previously described acute 
urinary tract infection prompted his admission to 
the hospital. In the year prior to admission he could 
not recall ingesting any drug other than tolbuta- 
mide, and he was not aware of any specific aller- 
gies. The family history and review of systems 
were otherwise noncontributory to the illness here 
described. 

Physical examination at the time of admission re- 
vealed a pale, well-developed, alert male, 5 ft. 7 
in. (176.18 cm.) tall and weighing 164 lb. (74.4 
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kg.). The blood pressure was 100/80 mm. Hg, pulse 
rate 80 per minute and temperature 98.6 F (37 C). 
The significant physical findings were an increase 
in the anterior-posterior diameter of the thorax, a 
liver edge palpable 2 cm. below the right costal 
margin on deep inspiration, absence of the prostate 
gland, a well-healed suprapubic incision, and weak 
pulses in both lower extremities. The remainder of 
the physical examination was within normal limits. 

Therapy was initiated on the urology service with 
administration of 250 mg. of oxvtetracycline four 
times daily to control the urinary tract infection. 
Twenty-four hours after admission hematological 
studies revealed a hemoglobin level of 8.5 Gm.%, a 
hematocrit of 26% volume of cells, and a white blood 
cell count of 3,000 per cubic millimeter, with 15 
to 20% neutrophils and 75 to 80% lymphocytes. Be- 
cause of these findings the patient was transferred 
to the medical service, with a tentative diagnosis 
of toxic bone marrow depression. 

In the first week after transfer there was no es- 
sential change in the patient's clinical condition, 
and the hemoglobin level and the hematocrit vol- 
ume remained stable at 8.5 Gm.% and 26% respec- 
tively. The white blood cell count persisted in the 
range of 3,500 cells per cubic millimeter, with a 
differential count of 15% neutrophils, 77% lympho- 
cytes, 2% monocytes, and 6% early granulocytes. 
The platelet count was 182,000 per cubic millimeter, 
the reticulocyte count 2.4% red blood cells per cu- 
bic millimeter, and results of the Coombs test were 
negative. Sternal marrow aspiration revealed hypo- 
cellularity with toxic depression of the granulocytic 
and erythroid elements and bizarre cellular changes 
in the granulocytic series. A reactive plasmacytosis 
and reticulum-cell proliferation were noted, and the 
interpretation of these findings was toxic bone mar- 
row depression. Urinalysis revealed an albumin 
content of 50 mg.%, with microscopic pyuria and 
hematuria; urine culture grew out Escherichia coli. 
The fasting blood sugar level was 168 mg.% and 
the blood urea nitrogen level 20%; the acid phos- 
phatase level was 0.76 Bodansky units and the al- 
kaline phosphatase level 1.4 Bodansky units; the 
total protein level was 5.6 Gm.%, with 2.95 Gm. 
of albumin and 2.65 Gm. of globulin. Sulfobromo- 
phthalein retention was 7.5% in 45 minutes, cepha- 
lin flocculation was negative in 48 hours, and the 
serum bilirubin level was 0.16 mg.%, 0.8% direct. A 
chest x-ray showed elongation of the aorta, and 
findings of upper gastrointestinal series and barium 
enema were within normal limits. 
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The patient received no further therapy with 
tolbutamide, the last dose having been given on the 
day prior to admission, and during the next two 
weeks the blood sugar level remained within normal 
limits, without evidence of glycosuria. The urinary 
tract infection responded well to therapy with oxy- 
tetracycline, and the patient became relatively 
asymptomatic. Because there was no change in the 
peripheral blood picture after two weeks of obser- 
vation, it was decided to give the patient ACTH, 
25 units intramuscularly every six hours. This pro- 
duced no preceptible change in hemoglobin level 
or hematocrit volume; however, the total white 
blood cell count gradually rose to 35,000 per cubic 
millimeter after two weeks of therapy, with a differ- 
ential count of 8% neutrophils and 92% lympho- 
cytes, many of the latter showing atypical forms. 
The reticulocyte count at this time was 1.4% red 
blood cells per cubic millimeter. Administration of 
ACTH was discontinued and the white blood cell 
count fell to 20,000 per cubic millimeter, with the 
differential count remaining the same. At this point 
the patient developed, for the first time, guaiac- 
positive stools, and the platelet count fell to 52,000 
per cubic millimeter, necessitating several trans- 
fusions with fresh whole blood which resulted in 
temporary improvement in the hemoglobin level 
and hematocrit volume. 

Approximately nine weeks after admission the 
white blood cell count had risen to 160,000 cells per 
cubic millimeter, and the differential count revealed 
many immature cells, including 5% blast forms, 9% 
abnormal, young granulocytes, and 47% cells of un- 
determined type. Sternal marrow aspiration 
vealed 5% blast cells, 7% progranulocvtes, 7% 
myelocytes, 14% metamyelocytes, 3% band forms, 
4% segmented polymorphonuclear leukocytes, 11% 
lymphocytes, 42% atypical myelocytic cells, and 7% 
metarubricytes. The myeloid-erythroid ratio was 
13:1, and the atypical myelocytic cells were peroxi- 
dase-positive; the diagnosis was acute granulocytic 
leukemia. The patient was given several blood 
transfusions and on Feb. 21, 1958, was transferred 
to the U. S. Naval Hospital, Philadelphia, for 
further treatment. 

On admission to the latter hospital, the patient 
was acutely ill and icteric, with numerous ecchy- 
moses of the forearms and thighs. With the excep- 
tion of dulness to percussion and absence of breath 
sounds at both lung bases, the physical examina- 
tion was essentially unchanged. The hemoglobin 
level was 8:2 Gm.%; the hematocrit volume of cells 
24%; the white blood cell count 303,000 per cubic 
millimeter, with 90% myeloblasts; the platelet count 
was 50,000 per cubic millimeter; and the fasting 
blood sugar level was 427 mg.% and the blood urea 
nitrogen level 41 mg.%. 

Treatment consisted of a 1,500-calorie diabetic 
diet; 60-80 units of regular insulin, daily; penicillin, 
250,000 units, twice daily; prednisone, 100 mg., 
daily; and 6-mercaptopurine, 50 mg., three times 
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daily. Despite daily transfusions of fresh whole 
blood and supportive care, the patient pursued a 
downhill course, developed acute staphylococcic 
pneumonia, and died on March 15, 1958. 

Autopsy was performed on March 16, 1958, and 
the pathological diagnoses were as follows: myelo- 
genic leukemia; acute, lobar pneumonia, right and 
left lower lobes; cholelithiasis; arteriosclerosis of 
the coronary arteries and aorta; and cardiomegaly, 
minimal. The immediate cause of death was acute 
lobar pneumonia. 


Comment 


In view of the fact that studies of patients on 
long-term tolbutamide therapy failed to indicate the 
development of any serious blood dyscrasias,' it 
would seem unlikely that tolbutamide was the cause 
of the bone marrow depression in this case. How- 
ever, the normal blood cell count prior to the onset — 
of therapy, the absence of a history of other drug 
ingestion during this period, the known propensity 
of sulfonylurea compounds to induce granulocyto- 
penia, and the recent report * of a case of severe 
aplastic anemia associated with tolbutamide ther- 
apy would seem to render this compound a likely 
suspect as the cause of this instance of severe blood 
dyscrasia. A discussion of the relationship between 
aplastic anemia and acute leukemia is beyond the 
scope of this report; however, a close association 
between these two conditions has been noted.” 

It is not the intent of this paper to incriminate 
tolbutamide as the cause of the severe blood dys- 
crasia in this case. Nevertheless, prolonged hema- 
tological studies of patients taking tolbutamide may 
be indicated to assess the potential toxic properties 
of this drug. 


Summary 


During a course of tolbutamide therapy for dia- 
betes mellitus a patient developed toxic bone mar- 
row depression which, under the influence of 
adrenal steroids, evolved into an acute leukemia. 
Despite the generally satisfactory record of tolbuta- 
mide therapy, the possible relationship between 
the ingestion of the drug and the subsequent devel- 
opment of this severe case of blood dyscrasia can- 
not be discounted. The potential toxic properties 
of tolbutamide deserve further study. 


39 Revere Rd. 


The opinions or assertions contained in this study are the 
private ones of the author and do not reflect the views of 
the Navy Department or the United States Navy at large. 
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USE OF METHOCARBAMOL FOR MUSCLE SPASM AFTER LUMBAR 
AND CERVICAL LAMINECTOMIES 


James L. Poppen, M.D. 


and 


Martin E. Flanagan, M.D., Boston 


During a period of eight months, 32 patients with 
moderately severe to severe paravertebral and 
trapezius muscle spasm after lumbar and cervical 
laminectomy were studied at the Lahey Clinic and 
the New England Baptist Hospital. Twenty-two 
patients had undergone lumbar laminectomy for 
herniated intervertebral disk or spinal cord tumor, 
and in 10 patients the laminectomy was performed 
in the cervical region. Almost an equal number of 
laminectomies had been performed during the same 
period without evidence of postoperative muscle 
spasm. In the patients with palpable muscle spasm 
and pain of too severe a degree to be considered 
solely the result of the operative procedure, how- 
ever, methocarbamol (Robaxin) was administered 
in intravenous and oral doses. No attempt was made 
to use the drug prophylactically; it was given only 
to those patients who exhibited severe palpable 
muscle spasm and pain of nonradicular character— 


that is, pain unrelated to the preoperative pain. 


caused by nerve root irritation. In all of the 32 
patients, the pain and spasm typically began from 
24 to 36 hours after surgery. 

Methocarbamol is 3-(o-methoxyphenoxy)-1, 2-pro- 
panediol 1-carbamate, a derivative of guaiacol gly- 
ceryl ether. The pharmacodynamic studies per- 
formed by Truitt and Little’ demonstrated that 
methocarbamol produces a prolonged relaxing effect 
on skeletal muscles through a depression of spinal 
multisynaptic pathways with no effect on mono- 
synaptic reflexes. The clinical use of the injectable 
form of methocarbamol has been previously men- 
tioned.’ This ability to relieve spasm of skeletal 
muscles suggested the clinical application of metho- 
carbamol for the relief of postoperative muscle 
spasm and pain. The injectable form of the drug 
used in this study was furnished in 10-cc. ampuls 
containing 1 Gm. of methocarbamol in 50% aqueous 
polyethylene glycol-300. 

The patients chosen to receive methocarbamol 
therapy were those who experienced severe pain out 
of proportion to the degree of nerve root compres- 
sion found at operation. These patients were con- 
sistently found to have rigid, often unilateral muscle 
spasm involving the lumbar paravertebral muscles 
or the trapezius and cervical paravertebral muscles. 
The patients were examined as soon as possible, 
usually from one to two hours after the onset of 
severe localized muscular pain, in order to dis- 
tinguish this pain from the radicular pain of nerve 


From the Department of Neurosurgery, the Lahey Clinic. Dr. Flana- 
gan is a Fellow in Neurosurgery at the Lahey Clinic. 


root compression. Methocarbamol was given intra- 
venously in doses of 1 Gm. without other analgesics 
or sedatives. 

Results 


Palpable relaxation of muscle spasm and subjec- 
tive relief of pain were evident in all patients 
studied. The action of the drug usually began within 
one to two hours after injection and lasted for four 
to six hours. Twelve patients derived such complete 
muscle relaxation and relief of pain after the admin- 
istration of two 1-Gm. doses that they did not re- 
quire additional methocarbamol therapy during the 
remainder of the postoperative course. In all of 
these selected cases the results were considered to 
be specifically related to the action of intravenously 
given methocarbamol. 

Patients who experienced immediate relief after 
the administration of one dose of injectable metho- 
carbamol were subsequently treated orally in main- 
tenance doses of 0.5 to 8 Gm. a day, with an aver- 
age daily dose of 6 to 8 Gm. The oral dose, 
especially when combined with smaller doses of 
analgesics, apparently prevented recurrent spasm 
and nonradicular pain. This prophylaxis was not 
possible when analgesics were used alone. 

In a similar group of patients with muscle spasm 
after laminectomy, it was noted that even large 
doses of narcotics, while relieving the pain of non- 
radicular character, produced little or no relaxation 
of palpable paravertebral muscle spasm. It was also 
observed in the present group that the administra- 
tion of a placebo mixed with small doses of anal- 
gesics had no effect on palpable muscle spasm. 

The only consistent side-effect noted was immedi- 
ate facial vasodilation at the time of injection, 
without changes in blood pressure or pulse. This 
reaction was transient and subsided spontaneously 
within one to two minutes after injection. In most of 
the patients submitted to cervical laminectomy, the 
intravenous dose of methocarbamol was adminis- 
tered with the patient in the semisitting position, 
and none complained of syncope. 

During the same eight-month period, 10 addi- 
tional patients were seen with severe spastic paresis 
secondary to degenerative diseases of the central 
nervous system, namely, multiple sclerosis, amyo- 
trophic lateral sclerosis, and syringomyelia. Metho- 
carbamol was administered intravenously and 
produced temporary but definite relaxation of 
spasticity. After hospital discharge, these patients 
continued to receive an average dose orally of 6 to 
8 Gm. a day. One patient with severe spastic 
quadriparesis secondary to multiple sclerosis was 
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unable to raise his hands to feed himself. For a 
period of three to four hours after the intravenous 
administration of 1 Gm. of methocarbamol the re- 
duction in spasticity enabled him to raise his hands 
to his face. A follow-up examination of this patient 
after he had been taking oral doses of methocarba- 
mol at regular intervals revealed that muscular 
relaxation was of sufficient degree to facilitate nurs- 
ing care. 
Conclusions 


Intravenous and oral administration of metho- 
carbamol (Robaxin) during the postoperative 
period is effective in producing immediate relaxa- 
tion of paravertebral muscle spasm in patients who 
have undergone cervical and lumbar laminectomies. 
The administration of 1-Gm. doses every three to 
four hours is possible, and this is effective without 
producing distressing or dangerous side-effects. 
Methocarbamol may be added to routine intra- 
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venous infusions and given over a period of several 
hours with effective results. When administered 
intravenously or orally it is of definite but transitory 
effectiveness in the long-term management of skele- 
tal muscle spasticity secondary to degenerative dis- 
ease of the central nervous system. 

605 Commonwealth Ave. (15) (Dr. Poppen). 


The methocarbamol used in this study was supplied as 
Robaxin by the A. H. Robins Company, Inc., Richmond, 
Va. 
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FAVISM—REPORT OF A CASE 


John D. Hartigan, M.D. 


and 
Thomas J. Gurnett, M.D., Omaha, Neb. 


The Vicia faba, or fava, bean as a cause of acute 
hemolytic anemia is of interest to medical students 
and physicians. Luisada ' emphasized the important 
features of this anemia, called favism, in 1941. It 
occurs in some persons after the ingestion of V. fava 
beans. Reports of favism date from the fifth century 
B. C. Most cases occur in countries bordering on the 
Mediterranean, where V. fava, called “horse bean,” 
“broad bean,” or “Italian bean,” is grown in abun- 
dance and is a dietary staple. Now it is being culti- 
vated in many countries, including the United 
States. McPhee * recently described the 16th case 
reported in the United States. The beans, dried or 
canned, can be purchased in the middle west. The 
disease occurs most frequently in children and be- 
gins abruptly; anorexia, abdominal pain, malaise, 
and weakness are common symptoms; and hemo- 
globinuria, jaundice, and pallor are the foremost 
signs. The liver and spleen are often enlarged. 

Results of blood studies are indicative of an acute 
hemolytic process. Leukocytosis, reticulocytosis, and 
nucleated red blood cells are common. The result 
of the test for fragility of the red blood cells is 
usually within normal limits, and results of the 
Donath-Landsteiner and Coombs tests are nega- 
tive. The urine contains hemoglobin in varying 


From the Department of Medicine, Creighton University, College of 
Medicine. 


amounts in the first three days. Albumin, casts, and 
red blood cells are also often found. A_ positive 
result of a dermal scratch test has been demon- 
strated in some patients, but it is frequently nega- 
tive during and after the acute attack. 

The patients may have a history of having eaten 
the beans for years without ill-effects, and they then 
suffer an acute hemolytic crisis after another inges- 
tion. The fresh and uncooked beans are thought to 
be more dangerous than those which have been 
dried or cooked. 

Transfusion of whole blood is the preferred treat- 
ment. Creger and Gifford ® found that gamma glob- 
ulin inhibited the agglutination of human red blood 
cells by extracts of V. fava beans. Becker * was of 
the opinion that cortisone was an extremely helpful 
therapeutic agent in treating his patient. The evalu- 
ation of steroids, or other therapeutic agents, is 
difficult since hemolysis tends to cease spontane- 
ously within several days. The mortality is low 
except in children, in whom a 7% mortality has 
been quoted.® 

The diagnosis of favism is suggested when an 
acute hemolytic process occurs in a person 12 to 24 
hours after ingesting the V. fava bean or inhaling 
its pollen. Excluding other hemolytic processes by 
laboratory studies aids in the confirmation of the 
diagnosis. 
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Various theories have been proposed regarding 
the mechanism of hemolysis. A toxic substance in 
the bean was once thought to be the responsible 
agent; however, such minute quantities as one bean 
have been shown to be capable of causing hemolysis 
in certain persons. Caspar and Shulman ° described 
a fatal case of favism in a nursing infant whose 
mother had eaten V. fava beans, without ill-effects. 
It is the current concept that an individual hyper- 
sensitivity to a protein fraction of the bean is re- 
sponsible for the mechanism of hemolysis. 


Report of a Case 


The patient was a 74-year-old man. His symptoms 
began the morning after an evening meal of V. fava 
beans. He noted dark urine, weakness, and jaundice. 
The urine was described as dark red. There was no 
nausea, vomiting, or abdominal pain. The stools 
were normal in color. He had experienced chills 
and some fever at the onset. Two similar experi- 
ences, one 12 and one 6 years ago, were recalled. He 
was hospitalized the following day. 

The patient’s systemic history was essentially 
negative. Physical examination disclosed a_ well- 
developed elderly man, with blood pressure 120/60 
mm. Hg, pulse 80 per minute, and temperature 
98.6 F (37 C). He was moderately jaundiced and 
listless and he was clear mentally. 

The heart and lungs were normal on examination. 
The liver was palpable 1 to 2 fingerbreadths below 
the right costal margin. The spleen was not pal- 
pable, and the rest of the physical examination was 
within normal limits. 

Laboratory studies made on admission disclosed 
a hemoglobin concentration of 8.3 Gm.%, hematocrit 
25%, and white blood cell count 14,800 per cubic 
millimeter, with a normal differential count. The 
total serum bilirubin level was 14.4 mg.% (indirect). 
The alkaline phosphatase level was 4.6 units and the 
thymol turbidity, 2.47 units. 

The urine was negative for bile and contained 
numerous granular casts. Two days later his hemo- 
globin concentration was 6.5 Gm.%, with hematocrit 
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21%. There was an occasional nucleated red blood 
cell. Result of the Coombs test was negative, as 
were smears for malaria and results of the cephalin 
flocculation and Beck-Hertz tests.’ 

Study of bone marrow disclosed generalized 
hyperplasia with marked increase in erythropoiesis. 
Result of the Wassermann test was negative, as were 
results of tests for cold agglutinins. 

The patient was given three transfusions of 500 
ce. of whole blood on the 2nd, 3rd, and 10th days, 
and cortisone, 75 mg. every six hours, was adminis- 
tered on the 2nd, 3rd, and 4th days of his hospital 
stay. His clinical course rapidly improved after the 
first transfusion, and he was dismissed on the 16th 
hospital day. The hematocrit was 37% and hemo- 
globin concentration, 10.8 Gm.%. The serum bili- 
rubin level was 0.65 mg.%. X-ray examinations of 
the gallbladder, stomach, and colon prior to dis- 
missal were within normal limits. Since leaving the 
hospital the patient’s progress has been checked at 
repeated intervals, and no evidence of hemolysis or 
anemia has been demonstrated. He has not eaten 
V. fava beans since this episode. 


527 Medical Arts Bldg. (2) (Dr. Hartigan). 
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ROPHYLACTIC VALUE OF HUMAN CONTACT.—Compared with the de- 
Prmres for admission made by single men and women and, to a larger extent, 

the widowed, the proportion of married men and women aged 65 years and 
over in all hospitals is relatively small. In fact, among the married the rise in the 
proportion of those hospitalized with advancing age is not very striking and does not 
reach high levels even after the age of 75. In England and Wales two-thirds of all 
general and mental hospital beds occupied by those over 65 years are taken up by 
the single, widowed and divorced. The single (i.e., never married) who constitute 
12.6% of the population of 65 years and over, contribute 55.4% of admissions to 
mental hospitals. Providing more human contact for those without relatives or friends 
must therefore claim high priority in #ny prophylactic endeavour on behalf of the 
aged in the community.—Report: Mental Health Problems of Aging and the Aged, 
World Health Organization Technical Report Series, 1959. 
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COUNCIL ON DRUGS 


The following descriptions of drugs are based on available evidence and do not in any case 


imply endorsement by the Council. 


H. D. Kautz, M.D., Secretary. 


NEW AND NONOFFICIAL DRUGS 


Methylglucamine Diatrizoate (Cardiografin, Gas- 
trografin, Renografin).—Diatrizoate Methylgluca- 
mine.—The N-methylglucamine salt of 3,5-dia- 
cetamido-2,4,6-triiodobenzoic acid.—The structural 
formula of methylglucamine diatrizoate may be 
represented as follows: 


9 CH2NH CHs 
COH H-C-OH 
I I HO-C-H 
HN NH | H C-OH 
H-C-OH 
CH2OH 


Actions and Uses.—Methylglucamine diatrizoate, 
a radiopaque water-soluble organic iodine com- 
pound, is used as a roentgenographic contrast 
medium. Commercial preparations of this sub- 
stance also contain some sodium diatrizoate, formed 
by the interaction of methylglucamine diatrizoate 
with sodium hydroxide added to adjust the pH of 
the solution. The actions and uses are similar to 
those of the sodium salt. (See the monograph on 
sodium diatrizoate in New and Nonofficial Drugs.) 

When administered orally, methylglucamine 
diatrizoate is only slightly absorbed. After intra- 
venous injection, it is excreted rapidly by the kid- 
neys. 

Methylglucamine diatrizoate has been used more 
extensively for intravenous excretory urography 
than for any other purpose. When thus used, it 
yields satisfactory urograms in a high percentage 
of patients. Excellent visualization of the renal 
collecting system is obtained in almost all patients 
with normal kidney function. Maximum opacity in 
pyelograms is usually seen within 15 minutes after 
injection. Adequate cystograms can be obtained 
earlier than with many other agents; cystograms 
made 25 to 40 minutes after injection are ordinarily 
satisfactory unless excretion is delayed by obstruc- 
tion or other pathological conditions. In concentra- 
tions of 30%, methylglucamine diatrizoate is also 
satisfactory for retrograde pyelography, yielding 
roentgenograms of excellent contrast. The only 
disadvantage cited is the claim by a single observer 
that emptying of the renal pelves proceeds with 
troublesome rapidity. 

Methylglucamine diatrizoate has also been used 
successfully for contrast visualization of the car- 
diovascular system. It yields satisfactory veno- 


grams, aortograms, and peripheral, cerebral, and 
coronary arteriograms. The viscosities of solutions 
of 30, 60, and 76% are such that mechanical injec- 
tion through narrow-bore cardiac catheters can be 
performed successfully. The 85% solution is more 
viscous but may be used for angiography with a 
mechanical injector or a large-bore needle. 

For roentgenographic examination of the gastro- 
intestinal tract, methylglucamine diatrizoate solu- 
tions possess both advantages and disadvantages in 
comparison with the usual suspension of barium 
sulfate. Some patients find flavored preparations of 
methylglucamine diatrizoate more palatable than 
barium suspensions. In general, it provides good 
delineation of the stomach and first portion of the 
duodenum. Normal and abnormal mucosal pat- 
terns, in addition to ulcers and filling defects, are 
usually well demonstrated. The relatively low vis- 
cosity of the solution is advantageous in demon- 
strating fistulous connections. The shadow density 
in the stomach and small intestine, however, is not 
as great as that provided by barium. Visualization 
of the esophagus is unsatisfactory because the solu- 
tion traverses it rapidly without coating the esopha- 
geal wall. The small intestine is also poorly de- 
lineated. After oral administration, visualization of 
the colon is poor but somewhat better than that 
provided by barium. Methylglucamine diatrizoate 
is said to produce greater pyloric spasm than 
barium and to enhance gastrointestinal motility. 
This acceleration of intestinal activity results in 
optimal delineation of the colon in 6 hours, so that 
a 24-hour examination is unnecessary. For retro- 
grade intestinal studies, the relatively low viscosity 
of the solution is disadvantageous. To overcome 
this, methylcellulose may be added; wetting agents 
may also be incorporated and are said to improve 
the coating qualities of the preparation. 

The incidence of side-effects after intravenous 
use of methylglucamine diatrizoate is relatively 
low. There is general agreement that such reactions 
occur no more frequently than with other organic 
iodine preparations, and several clinical investiga- 
tors feel that the incidence is significantly lower. 
After intravenous injection, nausea is the most 
commonly observed reaction; flushing of the skin, 
itching, dizziness, salivation, vomiting, choking 
sensations, paresthesias, urticaria, sneezing, and 
venous pain occur less frequently. The incidence 
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and severity of these reactions may be minimized 
by injecting the solution very slowly. After oral 
administration, mild diarrhea, which occurs not 
infrequently but which usually subsides sponta- 
neously within 24 hours, is the only untoward 
effect reported. 

The same potential dangers must be assumed to 
attend the use of methylglucamine diatrizoate in 
cerebral angiography as other radiopaque medi- 
ums; so far, few serious reactions have occurred. In 
experimental studies, it has been applied directly 
to the cerebral cortex without causing seizures. In 
human patients, transient hemiparesis, seventh 
nerve weakness, and temporary apnea have been 
reported. 

Intramuscular injection, customarily in the glu- 
teal region, produces considerable local discomfort, 
sometimes accompanied by paresthesias of the 
lower extremities. Symptoms ordinarily subside 
within 24 hours. 

Chronic toxicity studies in animals have revealed 
no serious toxic effects. In animals, 40% solutions 
injected subcutaneously, applied to the skin, or 
instilled in the eye produce no local irritation. 
Solutions of 30% concentration are not irritating 
when injected intraperitoneally or instilled into the 
bladder. However, intramuscular injections of 76% 
solutions diluted with an equal volume of distilled 
water produce considerable irritation. The inflam- 
matory reaction usually subsides within a week. 

As noted previously, the uses of methylglucamine 
diatrizoate as a radiopaque contrast medium are 
similar to those of other soluble organic iodine com- 
pounds. Its value for intravenous urography is well 
established by a substantial number of cases, and 
it is comparable to the best of other such agents 
both in the quality of the urograms produced and 
in the low incidence of undesirable side-effects. It 
has also proved eminently satisfactory for the vari- 
ous types of angiography. For roentgenographic 
examination of the gastrointestinal tract, it is, in 
general, less satisfactory than the standard barium 
suspension. However, it may be useful in the occa- 
sional patient who refuses to accept barium, in 
those patients in whom inspissation of the barium 
is especially to be feared, and in demonstrating 
those lesions for which a solution of low viscosity 
is required. 

Methylglucamine diatrizoate is contraindicated, 
or should be used with caution, in the presence of 
severe hepatic or renal disease, hyperthyroidism, or 
tuberculosis. 

Dosage.—Methylglucamine diatrizoate in suitable 
concentrations may be administered orally, rec- 
tally, intravenously, intra-arterially, intramuscular- 
ly, or instilled into the genitourinary tract. It should 
be remembered that this substance, like other or- 
ganic iodine compounds, may occasionally cause 
severe or even fatal anaphylactoid reactions when 
injected intravenously. Skin or ocular testing is 
probably of little value in predicting such reactions. 
A test dose of 1 cc. may cautiously be injected 
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intravenously before the full dose is given, although 
even such a test dose may cause death in hypersen- 
sitive individuals. (See the general statement on 
water-soluble organic iodine compounds for roent- 
genography in New and Nonofficial Drugs.) 

When used for intravenous excretory urography 
in adults, 20 cc. of a 76% solution is injected slowly 
into the antecubital vein, the full dose being given 
over a period of three to five minutes; 25 cc. of a 
60% solution also yields satisfactory results. The 
dose for infants is 5 cc. of a 76% solution; for young 
children, 10 cc.; and for older children, 15 cc. 

When administered by deep intramuscular injec- 
tion for excretory urography, the 60% solution is 
used. The dose is the same as the intravenous dose 
but is given in two divided doses, one in each 
buttock. 

In retrograde pyelography, 15 cc. of a 30% solu- 
tion is ordinarily adequate for unilateral pyelo- 
grams. Approximately 5 cc. may be sufficient for 
each exposure. The solution may be introduced 
either by syringe or by a gravity flow system, but, 
regardless of the system used, injection of the con- 
trast medium should be terminated as soon as the 
patient complains of a sense of fulness or pain in 
the region of the kidney. 

For peripheral arteriography, the 60 or 76% 
solution is injected rapidly into the femoral or 
subclavian artery. For visualization of the entire 
extremity, 20 cc. is injected; for the upper half or 
lower half only, 10 cc. may be sufficient. Since the 
drug must be injected rapidly for this purpose, 
side-effects such as nausea, vomiting, and flushing 
of the skin are relatively frequent. For angiocardi- 
ography and aortography in adults the 85% solu- 
tion is used; in children, the 76% solution is em- 
ployed. For cerebral angiography a 60% solution is 
used in single doses of 10 cc., repeated as indicated. 

For venography, 20 cc. of a 60% solution is suffi- 
cient for visualization of an upper extremity and 
10 cc. for a lower extremity. 

For oral administration prior to roentgenography 
of the gastrointestinal tract, 30 to 90 cc. of a 76% 
solution is given. The exact amount required will 
depend on the nature of the examination and the 
size of the patient. For infants and children up to 
five years of age, 30 cc. may be given; the dose for 
older children is 60 cc. If desired, the solution may 
be diluted with an equal volume of water, car- 
bonated beverage, milk, or mineral oil. Such dilu- 
tion, however, may result in some loss of contrast 
in the roentgenogram. 

For retention enemas, 240 cc. of a 76% solution 
diluted to 1,000 cc. is satisfactory. For children, 
90 cc. diluted to 500 cc. is usually adequate. 

Preparations. —solution (oral) 76%; solution (in- 
jection) 60% in 25 cc., 76% in 20 cc., 85% me 
solution (intracavitary) 30% in 5O ce. 


Year of introduction: 1955. 

E. R. Squibb & Sons, Division of Olin Mathieson Chemical 
Corporation, cooperated by furnishing scientific data to aid 
in the evaluation of methylglucamine diatrizoate. 
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Clinical Pathological Conference (PM 1173-58), Dec. 5, 1958, from the Department of 
Pathology and the Hektoen Institute for Medical Research of Cook County Hospital, Chicago; 
presented for publication by Daniel S. Kushner, M.D., and Paul B. Szanto, M.D. 


HYPOGAMMAGLOBULINEMIA, LEG ULCERS, 


AND TERMINAL 


MILIARY GRANULOMA 


Clinical Data and Discussion 


Dr. I. Snapper: This case brings out certain fun- 
damentals in medical thinking as well as fundamen- 
tal weaknesses of the human mind—our propensity 
to give in to fads and fashions in medicine. 

This 42-year-old man was seen at the Research 
Clinics of the Hektoen Institute for Medical Re- 
search of Cook County Hospital in May, 1957, 
complaining of chronic, multiple ulcers of the right 
leg of three years’ duration. He had had two epi- 
sodes of pneumonia before the age of 5 years. At 
that age a tonsillectomy and adenoidectomy were 
done. At the age of 6, he had had chickenpox and 
at 7, measles. At 10, a third episode of pneumonia 
occurred. Also, throughout childhood and _ adoles- 
cence, he had had frequent upper respiratory infec- 
tions, “sties,” “pink-eye,” and earaches. “Boils” and 
abscesses had occurred frequently after trauma and 
along the “belt line.” Several of these required 
incision and drainage. 

In late adolescence, he developed chronic sinus- 
itis. At the age of 21, he had a fourth episode of 
pneumonia. At about this time he injured his right 
knee while playing college football. Subsequently, 
mild aches and slight swelling of this knee frequent- 
ly recurred. When he was 28 years old, mandibular 
osteomyelitis occurred after total dental extraction 
for caries and pyorrhea. 

Despite these numerous illnesses, the patient 
developed normally into a large, athletic man, who 
fathered six children and was a successful lawyer. 
From the age of 38 until his death four years later, 
however, he was in chronic ill health. At the age of 
38, he developed an illness characterized by recur- 
rent chills and fever, with temperature to 104 F 
(40 C), easy fatigability, and cough productive of 
green-tinged sputum. A roentgenogram of the chest 
showed costophrenic angle pleural reaction on the 
right and a small area of plate-like atelectasis at the 
left base; the heart appeared normal. Previous 
x-ray examinations in 1950 and 1951 had shown 
normal heart and lungs. This illness lasted seven 
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months before responding to a one-month course of 
penicillin. During this time (June, 1953), painless, 
pea-sized, subcutaneous nodules appeared on the 
posterior surface of his right leg, which subsequent- 
ly ulcerated and drained thick yellow material. 

In March, 1954, the patient entered another clinic 
complaining of leg ulcers, cough, weakness, and 
episodes of chills and fever. Physical examination 
showed a well-nourished man with numerous sub- 
cutaneous nodules and one draining sinus of the 
right leg. Results of urinalysis were negative. The 
hemoglobin level was 11.7 Gm. per 100 ml. (78%); 
the erythrocyte count was 5,180,000 and leukocyte 
count 1,200 per cubic millimeter. The blood smear 
showed “nothing that was considered diagnostic.” 
Roentgenograms demonstrated thickening of the 
sinus membranes, osteoporosis about the right knee 
joint, and an irregular density with linear strands in 
the left upper lobe of the lung. Results of bronchos- 
copy were negative. Cultures from the bronchial 
secretions and the leg ulcers, and guinea pig inocu- 
lations, were negative. A histoplasmin skin test 
gave positive results. 

In December, 1954, the patient entered a local 
hospital and was discharged a week later with a 
diagnosis of acute pharyngitis, perionychia of the 
right index finger, and simple leukopenia with fever, 
chills, and headache. Two weeks later, he was re- 
hospitalized because of sudden hemoptysis. Roent- 
genologic examination of the chest revealed infiltra- 
tion of the right upper lobe and a large cavity. A 
fluid level developed but the cavity gradually healed 
over a period of one month with combined peni- 
cillin and streptomycin therapy. Since this patient 
suffered from hypog lobuli this cavity 
in the right upper lobe must have been a bronchi- 
ectatic abscess. Patients with g] mia 
are prone to develop bronchiectasis. “Smears and 
cultures of the sputum were consistently negative 
for tubercle bacilli. 

After this, the patient was fairly well, except for 
recurrent fatigue, fever, chills, and occasional 
pharyngitis. The leg ulcers tended to heal spon- 
taneously and reappeared with each febrile episode. 
In April, 1957, he entered another Chicago hospital 
because of these complaints, which had been severe 
for six weeks. He stated that his cough was mild 
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and that he expectorated one cup of thick green 
sputum daily. He also complained of slight dyspnea 
on exertion. 

Physical examination at the time of this hospitali- 
zation revealed a well-developed, well-nourished 
man who did not look very ill. His blood pressure 
was 110/70 mm. Hg, pulse rate 56 per minute, and 
temperature 99.8 F (37.7 C). Ear, eye, nose, and 
throat examination revealed no abnormalities. The 
lungs were clear to auscultation and percussion. The 
heart was not enlarged; the rhythm was regular; 
and there were no murmurs. Abdominal examina- 
tion disclosed a blunt-edged spleen extending 3 
fingerbreadths below the costal margin. The liver 
edge was barely palpable. The right knee was 
swollen. Multiple, superficial, punched-out ulcers, 
measuring 5 to 6 mm. in diameter, extended from 
the knee to the ankle. The skin between the ulcers 
was bluish and scaling. There were no varicosities. 

Laboratory investigation revealed the following 
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* Smears showed anisocytosis (1 to 2+), poikilocytosis, and toxie 
granulation of leukocytes. Bone marrow aspiration (May, 1957): full 
toses were observed in red blood cells and white blood 
cells. The ‘ratio of nucleated red to white blood cells was 1:3. Mega 
karyocytes were plentiful. There was an increase in endothelial - 
eosinophils. and monocytes, and a slight increase in blasts. Very few 
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+ Platelets appeared adequate. 


information: Urinalysis showed pH 4.5, specific 
gravity 1.021, and no protein, sugar, or acetone; 
microscopic examination showed an_ occasional 
erythrocyte and leukocyte. On a 12-hour water dep- 
rivation test, the urine concentrated to a specific 
gravity of 1.024. Phenolsulfonphthalein test showed 
48% excretion in one hour and a total excretion of 
70% in two hours. Blood Kahn reaction was nega- 
tive. L. E. cell preparation was negative. An electro- 
cardiogram was within normal limits. A roentgeno- 
gram of the chest showed the heart size to be 
normal. A fibrotic strand was seen in the right upper 
lobe; the remainder of the lung was clear. The 
fibrotic strand probably was a remnant of the old 
bronchiectatic cavity. A flat plate of the abdomen 
showed a markedly enlarged, dense spleen. Views 
of the right knee showed a small tibial exostosis 
and bony demineralization. Cultures of the stool, 
urine, blood, and sputum were negative. Results 
of skin tests with purified protein derivatives 
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(PPD) 1 and 2 and coccidioidin and blastomycin 
tests were all negative. The histoplasmin skin test 
result was positive. Agglutinations for typhoid, 
salmonella, brucellosis, heterophil antibody, and 
Proteus OX-19 were all negative. A scalene node 
biopsy revealed an intact capsule, clearly defined 
peripheral sinuses, a stroma of lymphoid follicles, 
and a number of fat cells. No plasma cells were ob- 
served. Later, we will learn that the bone marrow 
also showed very few plasma cells. (For the hemo- 
gram and biochemistry data, see tables 1 and 2.) 

After May, 1957, the patient was followed as an 
outpatient. The physical findings remained as above. 
Serum protein paper electrophoresis repeatedly 
demonstrated a gamma globulin level between 0.40 
and 0.45 Gm. per 100 ml. If one considers 600 mg. 
per 100 ml. the lowest level of normal, this man had 
hypog glob mia. He did not have agam- 
maglobulinemia, because in that case the serum 
gamma globulin level would have been less than 25 
mg. per 100 ml. 

The complement-fixation tests for histoplasmosis 
and blastomycosis gave negative results. In view of 
the low levels of gamma globulin, one would expect 
little antibody formation. Numerous cultures from 
the sputum and leg ulcers for tuberculosis and fungi 
were negative. The antistreptolysin (ASO) titer 
was less than 6, and the isohemagglutin titer was 
1:2, both very low. The result of a sheep cell 
agglutination test for rheumatoid arthritis was nega- 
tive. All this is consistent with a low gamma globu- 
lin level and markedly reduced antibody formation. 
Challenge with 0.5 cc. of typhoid vaccine raised the 
Widal titers from zero to “H” 1:80 and “O” 1:40. 
One must assume that since the gamma globulin 
level was only reduced the patient still had some 
capacity for antibody formation but not sufficient 
to defend himself against infection. 

At this time, studies were also made on the pa- 
tient’s 13-year-old son. He had a history of frequent 
infections and was known to have had leukopenia 
since the age of 10 years. On physical examination, 
a sharp-edged spleen, extending 3 fingerbreadths 
below the costal margin, was the only apparent 
abnormality. The son’s serum protein electrophore- 
sis revealed a gamma globulin level of 0.42 Gm. 
per 100 ml., indicating an apparent congenital hypo- 
gammaglobulinemia, probably idiopathic. The pa- 
tient’s two youngest children, 5-year-old twin girls, 
were also reported to have undue susceptibility to 
infection. 

During June and July of 1957, the uptake and 
die-away plots of methionine tagged with radioac- 
tive sulfur (S*’) into the patient’s serum protein 
were investigated. The synthesis rate of gamma 
globulin was markedly depressed. His ability to form 
albumin and the other globulin fractions was nor- 
mal. The apparent biological turnover time of gam- 
ma globulin was markedly increased, demonstrating 
either failure to reutilize the S** label or abnormally 
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rapid degradation. The apparent turnover time 
for albumins was normal. After this, the patient was 
given a loading dose of 55 Gm. of pooled gamma 
globulin intramuscularly. This raised his serum 
gamma globulin level to 0.68 Gm. per 100 ml. The 
subsequent die-away plot revealed an apparent 
turnover time of 72 days. The normal turnover time 
usually obtained by this method is approximately 
30 days. 

After completion of these studies, the patient's 
condition was maintained on monthly injections of 
6 Gm. of gamma globulin. On this regimen, his 
serum gamma globulin level was unchanged. Sub- 
jectively, the patient claimed great improvement. 
Objectively, marked healing of the leg ulcers was 
observed, which one might ascribe to the gamma 
globulin. 

In ag uulinemia, there is increased de- 
struction of gamma globulin; this man did not have 
increased destruction but decreased synthesis. Al- 
though this is still being investigated, it seems that 
this patient had an abnormality in gamma globulin 
metabolism, which is different from what has been 
described in true agam Ib 

In October, 1957, while receiving gamma globulin, 
the patient again developed chills, fever, and a 
cough which did not respond to antibiotics. After 
six weeks, diarrhea, vomiting, dehydration, and 
prostration necessitated admission to a local hos- 
pital. Physical examination revealed only the re- 
currence of extensive ulcers of the right leg. These 
lesions may have healed with administration of 
gamma globulin, but gamma globulin did not pro- 
tect against a new infection. 

Urinalysis revealed proteinuria and occasional 
casts. Roentgenograms of the chest were unremark- 
able. Cultures of the stool and urine were negative. 
Leg ulcer biopsy showed necrosis, hyalinized tissues, 
and infiltration by polymorphonuclear leukocytes. 
(For hemogram and biochemistry data, see tables 
1 and 2.) 

Although his condition was unchanged after five 
days of infusion with erythromycin and chlo- 
ramphenicol (2 Gm. each per day), 23 Gm. of 
gamma globulin was administered intramuscularly 
over a four-day period. This seemed to effect a 
remarkable and rapid recovery and, within two 
weeks, he was well enough to return to work. Evi- 
dently the low gamma globulin level played a role 
in the entire disease. 

Early in 1958, however, sinusitis, chronic cough, 
and fatigue recurred. In March, he elected to spend 
the summer in Arizona, “for his health.” In May, 
1958, he saw a physician because of cough. Postero- 
anterior x-ray view of the chest now revealed a re- 
markable change. Throughout the left lung field 
there was a fine reticular type of miliary deposit. 
This was less noticeable on the right side. The 
fibrotic scar in the right apex remained unchanged. 
The heart was normal. Cultures of the sputum were 
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negative. Results of skin tests with coccidioidin and 
PPD 2 were negative, while that of the histoplas- 
min test was positive. 

The patient was treated with a variety of drugs, 
including penicillin, streptomycin, hydrocortisone, 
decongestives, and antihistaminics. He also con- 
tinued to receive monthly injections of gamma 
globulin. 

In July, 1958, he returned to Chicago. He had lost 
55 Ib. (24.9 kg.), appeared weak, and was slightly 
dyspneic while sitting. Slight clubbing of the fingers 
was observed for the first time. His chest was clear 
to auscultation and percussion. The leg ulcers were 
almost completely healed. Physical examination was 
otherwise as before. Results of complement-fixation 
tests for histoplasmosis and blastomycosis were 
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negative. The patient was urged to seek hospitaliza- 
tion, and antituberculosis therapy was instituted. 
However, he remained at home, where he pursued 
a rapid downhill course and died on Aug. 2, 1958, 
after four years of chronic ill health. 

Of note in the hemograms was an eosinophilia of 
12% in February, 1958, and of 6% in May, 1958. 
Generally in ag tlobulinemia there is a dearth 
of eosinophils. The patient also had a sedimentation 
rate of 21 mm. per I hour ( Wintrobe ) which in gen- 
eral in ag globulinemia is normal. The bone 
marrow showed » very few plasma cells. The very 
low gamma globulin level is reflected in a low zinc 
sulfate turbidity and elevated uric acid levels. 

This man seems to have had a special form of 

emia as opposed to agamma- 
globulinemia. He developed another disease at the 
end of his life, which appears to have been super- 
imposed on the lack of gamma globulin. 
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Dr. Leon Love: We have an interesting series of 
roentgenograms dating back to the original film in 
1950, at which time nothing remarkable was noted 
in the heart and lungs and the chest appeared nor- 
mal. In 1953, there was right pleural effusion which 
cleared by the time the next film was taken. Then 
an infiltration involved the right upper lobe with an 
area of radiolucency within the confines of the 
density. The left lung was still clear. Eight days 
later, a definite cavity with air fluid level was seen 
in the upright films. The remainder of the lung 
fields was unchanged. On Feb. 8, 1955, there was 
closure of the cavity and infiltration in the right 
first interspace. In 1957, the residuum of the cavity 
was seen in fibrotic strands or linear densities in the 
right hilus. The remainder of the lungs was clear. 

Roentgenograms of the knee showed only a rela- 
tive demineralization of the distal femur and proxi- 
mal tibia and fibula. There was no evidence of de- 
struction on the articular surface and nothing that 
could be called a septic arthritis or tuberculosis. 
This could be a nonspecific atrophy, possibly result- 
ing from the leg ulcers. A relative lack of density 
of the bone was noted, particularly down in the 
proximal tibia and fibula, but no definite bone de- 
struction was seen. The soft tissues were not re- 
markable for swelling or calcification. 

The most interesting film, taken in June, 1958, 
showed strands in the right first interspace and a 
fine lacework infiltration or nodular linear type of 
density from the apex of the left lung to the costo- 
phrenic angle. To account for miliary spread on the 
left and not on the right, the possibility of rupture 
into the left pulmonary artery must be considered. 

The abdominal film showed a large splenic 
shadow extending down below the costal margin. 
The kidneys were normal in size and shape. The 
bone detail was within normal limits. 

Dr. Snapper: This man had many signs which are 
compatible with the diagnosis of agammaglobuline- 
mia; he had splenomegaly, leukopenia, few anti- 
bodies, very few or no plasma cells, decreased 
synthesis of gamma globulin, multiple pneumonias 
and other infections, bronchiectasis, therapeutic 
response to antibiotics and gamma globulin, and 
familial characteristics. Nevertheless, there are 
several points against the diagnosis of idiopathic 
ag lobuli True idiopathic agamma- 
globulinemia is defined by levels of less than 100 
mg. per 100 ml. This patient had 400 mg. per 100 
ml. of gamma globulin. His typhoid antibody re- 
sponse to challenge must be due to the fact that he 
had only hypog g emia. His daughters 
evidently also have a tendency to frequent infec- 
tions. This should not occur in true congenital 

g globulinemia, which is a disease limited to 


male children. 
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Dr. David Bronsky: The daughters present hypo- 
x globulinemia to the same extent as the father 
and son. They have splenomegaly and leukopenia 
also. 

Dr. Snapper: That makes the disease of our pa- 
tient still more remarkable. As far as I know, only 
the male siblings of a child with congenital agamma- 
globulinemia are afflicted with the disease. In addi- 
tion, our patient has ulcers of the legs, which are 
very much in the center of his disease. Since in true 

g globulinemia no leg ulcers have been de- 
scribed, this deserves special consideration. 

This patient evidently suffered from the disease 
described in 1949 by Homburger and Petermann.' 
They reported a congenital form of hypogamma- 
globulinemia which occurred in both female and 
male members of one family. Four adult members 
of one generation, two of their paternal uncles, and 
four members of the second generation were in- 
volved. The gamma globulin values found in the 
serum of their patients were comparable with the 
findings in the serum of our patient. Several of these 
patients had edema of the legs, and three of the 
male members of this family had multiple ulcera- 
tions of the legs. It therefore appears that our pa- 
tient and his family are suffering from the same 
congenital disease Homburger and Petermann de- 
scribed. This disease must be a great rarity. The 
only other comparable observation I have encoun- 
tered in the literature is that of a 14-vear-old male, 
reported by Firkin and Blackburn.’ The Tiselius 
electrophoretic pattern of this boy’s serum did not 
show a gamma globulin peak. Paper electrophoresis, 
however, revealed a gamma globulin component 
which was greatly reduced. This bov suffered from 
ulcers which initially were frequently occurring on 
his knees and later on the left shin and the outer 
aspect of the right leg. 

If we look at this problem from another angle, 
hypog globulinemia may be the underlying 
cause of the remarkable syndrome of widespread re- 
current leg ulcers which cannot be explained by 
venous stasis, congenital hemolytic anemias, syphi- 
lis, etc. I have seen three such patients. One of these 
has already been reported on by Oppenheimer and 
Silver.* After this man had suffered from multiple 
leg ulcers for many years, he developed amyloidosis, 
manifested by 100% retention of congo red contrast 
medium. He was treated with liver injections, and 
not only did the results of the congo red test become 
negative but the ulcers completely disappeared. At 
biopsy, these leg ulcers were shown to be due to an 
arteritis and, therefore, this disease was considered 
to present a special form of arteritis, related to poly- 
arteritis. I saw this patient for the last time in 1951, 
at which time he had hypertension but no protein- 
uria. His total serum protein level was normal but 
his total globulin level was only 1.4 Gm. per 100 ml., 
suggesting that he may very well have had a hypo- 
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Since prior to the description of hypogamma- 
globulinemia as a clinical entity, instances of exten- 
sive ulcers of the legs were accepted as a form of 
arteritis which was related to periarteritis nodosa. 
It will be interesting to learn about the histology of 
the arteries in the present case and also whether 
amyloidosis has developed. I am enthralled by the 
intriguing character of the rare underlying disease 
of our patient and especially by the concept that the 
syndrome of recurrent widespread ulcerations of 
the legs could be a manifestation of hypogamma- 
globulinemia—hence, the scantiness of my discussion 
of the actual cause of death of our patient. 

He developed a disease in Arizona which gave 
rise to miliary dissemination. Certainly, the most 
common form of rapidly fatal miliary dissemination 
is miliary tuberculosis. I dare say that a negative 
result of a PPD test does not speak against that. If 
he had received a large dose of tuberculin, he may 
have had a positive reaction. It is possible that he 
developed an acute fatal coccidiomycosis or other 
fungus disease. He may even have had Hodgkin's 
disease that did not become manifest until the last 
days of his life, but we have insufficient data to 
speculate about these possibilities. 

Dr. Irving Greenberg: Could the chronic sinusitis 
and the four separate episodes of pneumonia be 
correlated? 

Dr. Snapper: Sinusitis is so common, especially in 
patients who are susceptible to infections, that I 
would think there is little connection between that 
and the bronchiectasis. 

Dr. Greenberg: Could the radiolucency about the 
knee indicate gout? 

Dr. Snapper: 1 would think the patient had some 
changes in the cartilage of the knee joint. Though I 
have seen gouty tophi, I would be surprised if that 
were present here. 

Dr. Charles Fisher: How do you explain the leuko- 
penia? 

Dr. Snapper: ceepenie is one of the frequent 
signs of g] em 

Dr. Selig Kavka: Could ‘he iniidanasiatl be related 
to the splenomegaly? 

Dr. Snapper: This patient had leukopenia before 
the splenomegaly was recognized, In any case, if the 
spleen is enlarged in agammaglobulinemia, there is 
no hypersplenism because removal of the spleen 
does not change the leukopenia. 

Clinical Diagnosis—The clinical diagnosis was 
familial, idiopathic hypog globulinemia with 
leg ulcers as described by Homburger and Peter- 
mann; the ulcerations were possibly due to arteritis; 
and, terminally, a miliary tuberculosis may have 
developed. 


Pathologist’s Report 


Dr. Paul B. Szanto: The scalene lymph node 
biopsy, obtained through the courtesy of Dr. Samuel 
Levinson, director of laboratories, Weiss Memorial 
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Hospital, showed absence of lymphoid follicles with 
a general paucity of the lymphoid elements and 
proliferation of the retothelial cells (fig. 1). These 
findings have been described as characteristic for 
hypogammaglobulinemia. Although they are non- 
specific, one wonders whether a hypogammaglobu- 
linemic state could be suspected from the _histo- 
logical appearance of the lymph node. 

At autopsy, the body was that of a well-developed 
but emaciated man. The brain was normal, grossly 
and_ histologically. The skin showed atrophy and 
superficial ulcerations, but vascular changes were 
not found in the material available for microscopic 
study. The skeletal muscle fibers were narrowed, 
as evidence of wasting. 


Fig. 1.—Scalene lymph node obtained by biopsy. Note 
absence of definite follicles. 


The heart was of normal size (300 Gm.) and 
flabby, but the myocardium was _ histologically 
normal. The media of the aorta showed a diffuse 
decrease of elastica, while the adventitia and the 
vasa vasorum appeared normal. 

The gastrointestinal tract was normal. The kid- 
neys (together weighing 350 Gm.) showed a few 
shallow pyelonephritic scars near the hilus. Micro- 
scopically, in the areas of scarring, clusters of 
fibrotic glomeruli were seen; the atrophic tubules 
contained hyaline casts, resulting in a pseudothyroid 
appearance. The medulla of the left kidney showed 
a small fibroma measuring 1.0 cm. in diameter. The 
prostate and seminal vesicles were entirely normal. 

The liver (2,000 Gm.) was yellow; its inferior 
margin was rounded; its consistency was doughy. 
Histologically, the hepatic cells showed extensive 
vacuolization, identified as fat with oil red O stain, 
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and focal necrosis. The portal fields were moderate- 
ly enlarged. Scattered throughout the hepatic par- 
enchyma, miliary granulomas were seen consisting 
of epitheloid cells and Langhans’ type of multi- 
nucleated giant cells (fig. 2). The gallbladder and 
pancreas were grossly normal; microscopically, 
some of the islands of Langerhans were hyperplastic. 
There was moderate interlobular and intralobular 
fibrosis. 

All of the lymph nodes showed a uniform picture 
of lymphoid depletion, almost complete absence 
of plasma cells, and proliferation of the retothelial 
cells, changes identical to those seen in the lymph 
node biopsy specimen. The spleen was enlarged 
(1,020 Gm.), very firm, and showed reticulum cell 
hyperplasia and almost complete absence of plasma 
cells, as is characteristic for hypogammaglobuline- 
mia. 


Fig. 2.-Extensive fatty metamorphosis of liver; tubercle- 
like granuloma with Langhans’ type of giant cells. 


Both pleural cavities contained numerous fibrous 
adhesions. The lungs (combined weight 1,950 Gm. ) 
were over-distended, and, at least in many areas, 
their consistency resembled that of an air cushion. 
On cut section, the pulmonary parenchyma was 
seen to be honeycombed, especially in the right 
middle lobe. In the right upper lobe, this honey- 
combed rarefaction was extremely severe (fig. 3). 
In the right middle lobe, a large, calcified, distinctly 
rounded lesion measured 1.5 by 1.5 cm. (fig. 4). 
Similar calcified lesions were also noted in the right 
lower lobe and in the left lower lobe. Some of these 
lesions showed a laminated appearance. The bron- 
chopulmonary lymph nodes on both sides were cal- 
cified. Throughout the entire pulmonary parenchy- 
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ma, in both lungs but more numerous in the upper 
lobes, numerous small gray-white nodules measured 
between 1 and 4 mm. in diameter. Microscopically, 


Fig. 3.—Extreme rarefaction of pulmonary parenchyma 
of right lung. 


Fig. 4.—Right middle lobe showing calcified rounded 
lesion (interpreted as healed histoplasmoma). 


they consisted of epitheloid cells and Langhans’ 
type of multinucleated giant cells, presenting the 
appearance as seen in miliary tuberculosis. 
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Returning to the spleen, tubercle-like lesions were 
seen on both the surface and cut section. Splen- 
omegaly has been described in idiopathic hypo- 


Fig. 5.—Enlarged right adrenal, on cut section, revealing 
extensive caseation necrosis. 


Fig. 6.—Section from right adrenal revealing granulo- 
matous inflammation with extensive caseation necrosis. 


gammaglobuli but in this case there was a 
superimposed pect lesion. Microscopi- 
cally, the granuloma consisted of epitheloid cells and 
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multinucleated giant cells. Acid-fast stains were 
negative. The bone marrow also contained miliary 
granulomas. 

Both adrenals were enlarged (combined weight 
40 Gm.). On section, extensive caseation necrosis 
was seen to have destroyed the greater part of the 
cortex and medulla (fig. 5). Some normal cortical 
tissue was still discernible, probably sufficient to 
prevent the development of adrenal cortical hypo- 
function (Addison’s disease ). Microscopically, there 
was a massive caseation necrosis with epitheloid 
cells and Langhans’ type of multinucleated giant 
cells, just as is seen in tuberculosis (fig. 6). In some 
areas, there was a definite tendency to encapsula- 
tion. Thus far, the findings were entirely consistent 
with a miliary tuberculosis secondary to tuberculo- 
sis of the adrenals. On closer inspection of the 


Fig. 7.-Numerous organisms identified as eaiciaieiis 
capsulatum phagocytosed by macrophages (lung). 


granulomatous lesions in the various organs (fig. 7), 
the periodic acid-Schiff stains and even the hema- 
toxylin and eosin stained sections revealed organ- 
isms identified as Histoplasma capsulatum. These 
organisms could be demonstrated in all organs in- 
volved, including the caseous necrotic adrenals. On 
the other hand, neither bacterioscopically, by the 
Ziehl Nielsen stain, nor by culture could tubercle 
bacilli be identified. Finally, H. capsulatum were 
isolated in pure culture from the various lesions, 
furnishing the final proof for the presence of sys- 
temic histoplasmosis as a terminal event in a patient 
with idiopathic hypog globulinemia 


we 
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Pathological Diagnosis.—The pathological diag- 
nosis was systemic, generalized histoplasmosis in- 
volving the lungs, liver, spleen, adrenals, lymph 
nodes, and bone marrow; idiopathic adult hypo- 
globulinemia; pulmonary emphysema; bi- 
lateral pleural adhesions; fatty liver; and chronic 
pyelonephritis. 


Comment 


Dr. Szanto: This 42-year-old man evidently had 
an ag aglol buli or, more properly, adult 
idiopathic hypog lobulinemia, as a basis for 
frequently recurring infections. The lymph node 
biopsy specimen showed the changes characteristic 
for hypc lobuli namely, absence of 
well-defined lymphoid follicles * with complete 


absence of both germinative centers and plasma 


Soft infiltrate, single or multiple 
(bronchogenic) 


Reabsorption with or without scar 


Chronic pulmonary histoplasmosis 


Fibrocavitary Histopiasmoma 


Self-limited 
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indeterminate, the patient acquired a primary 
histoplasma infection.* The pathogenesis of histo- 
plasmosis is well known (fig. 8).” The primary 
bronchopulmonary type of infection is benign, self- 
limited, and often without localizing clinical symp- 
toms. It heals with calcification. From this primary 
focus, before the healing process is completed, a 
hematogenous spread may occur which is either 
focal and self-limited or may become systemic. This 
hematogenous spread may result in (1) calcified 
foci in spleen and liver, (2) miliary calcified foci in 
the lung, and (3) caseation necrosis in the adrenal 
glands. At any time a hematogenous spread may be 
discrete, resulting in miliary calcifications, or diffuse, 
resulting in active systemic disease. 

The primary focus in the lung with the satellite 
lvmph nodes form the primary complex. A progres- 


Severe spread 
systemic 


Large complex 
Bronchiectasis 


Bronchial perforations 
Broncholiths 


May to: 


1. Calcified foc: in spleen and liver, or millary ca.cifications 


2. Advanced caseation which is either - 


a) diffuse 


discrete 
Fig. 8.—Pathogenesis of histoplasmosis (modification of outline by Baum and Schwarz’). 


cells, and hyperplasia of the reticulum cells. Spleno- 
megaly,” even without superimposed generalized in- 
fection, is also quite characteristic for congenital 
hype glob presumably due to the 
prominent reticuloendothelial hyperplasia. At au- 
topsy, there was a generalized atrophy of the 
lymphatic tissue with absence of plasma cells. Thus 
far, the entire picture was compatible with and 
even characteristic for hypog glob 

Because of the decreased host resistance related 
to hypog lobulinemia, the patient's resistance 
toward various infectious agents was markedly de- 
creased. The extreme rarefaction of the pulmonary 
parenchyma is interpreted as the residua of old pul- 
monary infections. At some time, which must remain 


sive enlargement of the bronchopulmonary lymph 
nodes may lead to bronchiectasis due to compres- 
sion of the bronchus, or may even perforate into the 
bronchus, and, with calcification, form a broncho- 
lith. The pulmonary primary focus may also show a 
progressive enlargement, resulting in bronchogenic 
spread, which, if it is still not too far advanced, may 
be reabsorbed with or without scar formation. Or, 
this soft, single or multiple primary focus may re- 
main active, progressing slowly, leading to a chronic 
pulmonary histoplasmosis, which is either of fibro- 
cavitary type or presenting well-circumscribed 
granuloma or granulomas, the latter designated as 
histoplasmoma. 
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In summary, a characteristic pulmonary _histo- 
plasmosis, especially of the type of histoplasmoma, 
may be the result of the direct extension of the pri- 
mary focus, a bronchogenic spread, or a hemato- 
genous dissemination. A histoplasmoma may also 
heal by complete reabsorption, with or without scar 
formation. The so-called pulmonary histoplasmosis 
includes the following various types of lesions of 
variegated pathogenesis: (1) circumscribed lesions 
roentgenographically presenting the appearance of 
coin lesions, which may develop centrifugally from 
a small central focus, or which may represent en- 
capsulated infiltrates; (2) nodular lesions appearing 
as soft granulomas, or as calcific fibrocaseous or 
ossified lesions; and (3) chronic pneumonitis con- 
sisting of early histiocytic infiltration with organiza- 
tion of the fibrinous exudate, developing into a 
granuloma consisting of epitheloid and Langhans’ 
type of giant cells. It is the circumscribed lesions 
which show the characteristic onion-shaped type of 
lesions. 

Thus, in the patient under discussion, the primary 
histoplasma infection failed to heal completely, 
probably smoldering in a bronchopulmonary lymph 
node or perhaps in the closed pulmonary cavity. 
Because of the decreased resistance, several months 
before death the originally self-limited pulmonary 
lesion became generalized, systemic, involving many 
organs, especially the lungs, liver, spleen, and 
adrenals. Leukopenia and splenomegaly belong to 
the clinical picture of histoplasmosis, although in 
this case both signs could be explained secondary 
to, or by association with, hypog rb 
It may be mentioned that, despite the severe in- 
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volvement of the various’ organs, the number of 
phagocytosed histoplasma organisms was not as 
great as ordinarily seen in fatal systemic histo- 
plasmosis. One might speculate that the phagocyto- 
sis of this organism by the _ reticuloendothelial 
system was less efficient because of the hypogam- 
maglobulinemia. The importance of opsonins for 
the phagocytosis by polymorphonuclear leukocytes 
is well known. It is possible that a similar antibody 
plays a role in the phagocytic activities of the 
reticuloendothelial system and that the formation of 
this antibody is related to gamma globulin. 
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pigs were conducted to compare the relative value of commercially available 

human infant milk formulas and previously tested baby pig diets as measured 
by rate of gain and feed conversion. . . . Pigs averaging 11.1 days of age and 5.8 
pounds of body weight were selected and randomly allotted by weight within 
replication to the 8 ration treatments. . . . Feed and water were provided ad libitum. 
Consumption records were kept twice daily for those pigs receiving the liquid milk 
diets and weekly for those pigs receiving dry diets. Weight records were taken 
weekly. . . . The 1- to 5-week gains and feed conversion were quite satisfactory 
for the pigs receiving formulas containing milk as the source of protein when the 
protein levels were approximately 2.7 to 3.4% of the liquid diet (20 Calories per 
fluid ounce). The feeding of formulas containing 1.7 and 1.6% protein and 3.4 
and 3.5% fat, respectively, resulted in less rapid growth and required more dry 
matter per pound of gain as compared to the baby pig diets or the infant formulas 
containing 2.7% protein and 2.8% fat. The feeding of formulas containing soya 
protein at 3.2 and 3.1% resulted in lowered rate of gains and increased feed re- 
quired per pound of gain, which is a reflection of the baby pig’s inability to ade- 
quately utilize soya protein. The baby pig shows promise as a test animal in 
biologically evaluating human infant diets, however these data need to be cor- 
roborated with carefully controlled clinical studies and general observations with 
the human infant.—F. Diaz, V. C. Speer, P. G. Homeyer and others, Comparative 
Performances of Baby Pigs Fed Infant and Baby Pig Diets, The Journal of Nutri- 
tion, May 10, 1959. 
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NEW CONCEPTS OF THE 
NATURE OF VIRUSES 


ACTERIOPHAGES (or viruses which in- 
fect bacteria) were discovered in 1915. 
They were used as therapeutic agents for 
various infectious diseases with discourag- 
ing results, and interest in them declined. Two 
decades ago investigations were initiated in which 
bacteriophages were used as a model aimed at the 
general question of how viruses multiply. The basic 
problems posed in these investigations were the 
mechanisms of inheritance of genetic information 
and of mutation and the forces involved in the con- 
trol of growth and the determination of macro- 
molecular structures. The experimental simplicity 
of the Escherichia coli bacteriophage system and 
the cooperative work of physicists and chemists as 
well as biologists has led to exciting progress and 
the formation of new concepts not only in virology 
but also in almost all aspects of biology and medi- 
cine. 

One important new principle resulting from these 
studies is that there are two different patterns of 
host virus interaction which can occur. Infection 
can lead to the virulent response in which phage 
production begins immediately after infection and 
the host cell is lysed within a relatively short time. 
The other response produced by so-called tem- 
perate phage has been termed the lysogenic re- 
sponse. In this reaction the virus which is adsorbed 
normally is converted to a form termed a “pro- 

hage” which becomes closely associated with the 

acterial chromosomes. The host cell divides nor- 
mally and under ordinary circumstances gives no 
indication that it contains a latent or concealed 
virus which is reproducing simultaneously. These 
lysogenic cells (or their daughter cells) can be 
induced to give the virulent response at any time 
by various chemical or physical treatments. The 
inducing agents appear to upset the close relation- 
ship between the prophage and the host nuclear 


apparatus and it is significant that the inducing 
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agents (or treatments) such as ultraviolet light, 
x-rays, and nitrogen mustards are all mutagenic 
agents. It has also been found that certain lysogenic 
phages can confer new and inheritable synthetic 
abilities on the host cell they lysogenize. These 
include such properties as the ability to synthesize 
an amino acid or vitamin which the uninfected cell 
could not manufacture. 

These two patterns of virus—host cell interaction, 
the existence of “pro-viruses” and the acquisition of 
new synthetic abilities, are important in consider- 
ing viral diseases of animals. While no convincing 
example of a lysogenic relationship as yet has been 
found with animal viruses, certain experiments 
suggest that a similar relation might exist between 
certain “moderate” animal viruses and their host 
cells. Indeed, the direction of much animal virus 
research today is largely an effort to demonstrate 
phenomena which were first found in phage work. 
Typical examples of moderate viruses are herpes 
simplex and fowl pox viruses. Both are apparently 
carried in a comsedied form and their virulent phase 
can be induced by various treatments. It is note- 
worthy that fowl pox lesions can be produced in 
healthy fowl by methyl cholanthrene, a carcinogen. 

Another central and basic concept which origi- 
nated in work with the bacterial viruses is that 
there are separate functions for viral nucleic acid 
and viral protein. Although some virus particles 
contain a variety of other components, such as 
enzymes which attack the host cell wall, the two 
essential components are protein and nucleic acid of 
either the desoxyribose nucleic acid (DNA) or the 
ribonucleic acid (RNA) type. In 1952 it was shown 
that bacteriophages inject their DNA into the host 
cell and leave the bulk of the protein outside the 
cell. The DNA controls the metabolic machinery 
of the host and initiates the events leading to virus 
reproduction while the protein portion is thought 
to protect the DNA and insure its entrance into 
the host. This experiment greatly strengthened the 
evidence in all biological fields that DNA was the 
— material. Four years later, in 1956, it was 


found that nucleic acid of the RNA type obtained in 


ure form from tobacco mosaic virus and completely 
ree of protein was infectious for tobacco plants. 

These concepts and methods were immediately 
applied to the animal viruses with almost startling 
success. Within the past two years RNA prepara- 
tions which are infectious as judged by the charac- 
teristic changes they produce in tissue cultures 
have been obtained from at least seven different 
animal viruses or tissues infected with these viruses. 
These viruses include influenza, poliomyelitis, foot 
and mouth disease, meningoencephalitis, Murray 
Valley encephalitis, eastern equine encephalitis, and 
encephalomyocarditis. As yet infective DNA prepa- 
rations have not been obtained from animal viruses 
which contain this type of nucleic acid such as the 
pox viruses or adenoviruses. Although no direct 
evidence has been presented that viral nucleic acid 
is normally an infectious agent, the existence of 
“moderate” viruses supports this possibility. These 
results strongly suggest that future developments 
of new chemotherapeutic agents will depend on our 
knowledge of the chemistry of viral nucleic acid 
and of their interaction with their host cell. 
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CALIFORNIA 

Dedicate Medical Center.—Dr. James A. Shannon, 
Bethesda, Md., director of the National Institute of 
Health, and five other speakers highlighted the 
two-day dedication of the new 22-million-dollar 
Stanford Medical Center, Stanford, Sept. 17 and 18. 
The program included Governor Edmund G. 
Brown, and Nobel Laureate Joshua Lederberg, 
head of Stanford’s department of genetics. The 
final public ceremony marking the official opening 
of the center was held in the fountain-sprayed 
court in front of the building Sept. 18. The major 
address of the evening was presented by Mr. Frank 
Stanton, president of the Columbia Broadcasting 
System. The move of the Stanford Medical School 
from San Francisco to the campus near Palo Alto 
has included three major ideas: that medical stu- 
dents ought to be near other university departments 
so they can absorb a broad knowledge along with 
the techniques of medicine; that as a consequence, 
they will learn to treat “not the ulcer but the 
man”; and the final fruition of a long and pleasant 
connection between Stanford and the City of Palo 
Alto. A welcome address Sept. 17 by Dr. Robert 
H. Alway, San Francisco, dean of Stanford Medi- 
cal School, stressed the dedication’s theme: “Medi- 
cal Care, the University and Society.” Throughout 
the two days, for both scientific and lay audiences, 
there also were lectures on new research discov- 
eries by Stanford scientists. 


CONNECTICUT 


Annual Grover Powers Lecture.—The third annual 
Grover Powers Lecture will be held at Yale Uni- 
versity School of Medicine, New Haven, on Tues- 
day, Oct. 13, 5 p. m. The guest speaker will be 
Dr. Horst Bickle, of Marburg/Lahn, Germany. In- 
formation may be obtained from Dr. Milton J. E. 
Senn, Director, Yale University Child Study Cen- 
ter, 14 Davenport Ave., New Haven 11, Conn. 


ILLINOIS 


Hospital Addition.—The St. Francis Hospital, 
Evanston, is constructing another addition. It will 
be an air-conditioned, one-story structure and will 
house a new diagnostic and treatment center, re- 
placing the present outpatient department and 
emergency rooms. Part of the cost of this building 
will be covered by a grant of $155,516 which has 
been approved by the Health, Education and Wel- 
fare Department, from Hill-Burton funds. The 
construction will cost about $690,000, including 
it Physicians are invited to send to this department items of news of 
general interest, for example, those relating to society activities, new 


hospitals, education, and public health. Programs should be received 
at least three weeks before the date of meeting. 
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equipment. The outpatient department will con- 
tain a surgical area with facilities for dental, oral, 
and minor surgery, as well as for proctoscopic 
examinations, the tumor clinic office, special diag- 
nostic sections for cephalometric and audiometric 
tests, an ophthalmological examining room and a 
special ear, nose, and throat unit. 


Conference on Aging.—The Illinois State Medical 

Society will hold a Conference on Aging at the 

Leland Hotel, Springfield, Sept. 27. Dr. Joseph T. 

O'Neil, Ottawa, president, Illinois State Medical 

Society will open the meeting. The program in- 

cludes the following papers: 

A Survey of the Problems and Needs of Persons 65 and Over, 
Vernon C. Pohlman, Ph.D., Normal. 

Prevention and Early Detection of Chronic Illness in the 
Aged, Dr. Henry T. Ricketts, Chicago. 

Rehabilitation of the Chronically Il] Aged, Dr. Edward E. 
Gordon, Chicago. 

Rehabilitation in Nursing Homes, Mr. John A. Hackley, 
Peoria. 

A program, “Nursing Home Care of the Aged,” will 

include four papers. An afternoon symposium, 

“Financing Medical Care of Those 65 and Over,” 

is planned. Speaker at the luncheon will be Dr. 

Frederick C. Swartz, Lansing, Mich., Chairman, 

Committee on Aging, American Medical Associa- 

tion. 


Chicago 

Building for Clinical Research.—The U. S. Public 
Health Service has formally approved a $1,068,034 
grant for the construction of the Philip D. Armour 
Clinical Research Building at the University of 
Chicago. The total cost of the Armour Building is 
estimated at 3 million dollars. Completion of the 
six-story medical research building is expected in 
1961. It will be built along Ellis Avenue between 
58th and 59th streets, increasing to 14 the research 
buildings of the University of Chicago medical 
center. An additional $11,489 has been granted for 
other laboratory facilities at the University of Chi- 
cago clinics. The Armour Building is named in 
honor of a member of a pioneer Chicago family. 
Funds for the construction of the building will also 
come from contributions from the estate of Philip 
D. Armour, left after his death a year ago; from his 
widow, Dorothy H. Armour; his mother Mrs. P. A. 
Valentine; his brother, Lester Armour, chairman of 
the Chicago National Bank, and his two sons, 
Philip D. Armour Jr., and David B. Armour. The 
University of Chicago will contribute existing 
funds toward the building. 


959 
171 


154/314 


MICHIGAN 

Dr. Bing Named McGregor Professor.—Dr. Richard 
J. Bing, professor in medicine at Washington Uni- 
versity, St. Louis, was appointed William H. 
McGregor Professor of Internal Medicine of Wayne 
State University, Detroit. He will act as chairman 
of the department of medicine. The department 
chairmanship has been vacant since 1958 when Dr. 
Gordon Myers resigned to devote full time to teach- 
ing and research. Dr. Bing, a native of Bavaria, 
attended the universities of Vienna and Berlin and 
received his M.D. from the University of Munich in 
1934 and another M.D. degree from the University 
of Bern in 1936. 


MISSOURI 

Dr. Thompson Named Urology Chairman.—Dr. Ian 
M. Thompson, assistant professor of surgery, Uni- 
versity of Michigan Medical Center, Ann Arbor, 
was appointed chairman of the department of 
urology at the University of Missouri Medical 
School, Columbia. 


Cancer Conference in Cape Girardeau.—The sixth 
annual Southeast Missouri Cancer Conference will 
be held Oct. 4 at Cape Girardeau. Guest speakers 
and their specialties will be Dr. Chester Cassel, 
Miami, Fla., gastroenterology; Dr. Robert A. 
Greene, Minneapolis, internal medicine; Dr. Donn 
G. Mosser, Minneapolis, radiology; and Dr. Stuart 
W. Arhelger, Minneapolis, surgery. The clinical 
sessions will include the following subjects: thyroid 
diseases, office diagnosis and procedures, isotopes 
in diagnosis, and treatment and lesions of the distal 
bowel. The conference will conclude with an eve- 
ning clinical discussion at which a diagnostic sym- 
posium will be held. For information write Mr. Ray 
McIntyre, Field Secretary, Missouri State Medical 
Association, 634 North Grand Ave., St. Louis 3. 


NEW YORK 


Pollen Sampling Network.—A 16-station pollen 
sampling network was opened Aug. 3 by the New 
York State Air Pollution Control Board. Thirteen of 
the stations will make daily pollen counts available 
to residents of the state. Three other stations will 
not make daily reports, but figures from these will 
be published in an annual ragweed pollen index 
and made available to the public. Last year, only 
six stations participated in the network. The stations 
will provide a guide to pollen concentrations in the 
atmosphere and “help hay fever sufferers chart the 
progress of the hay fever season.” In most cases, 
the sampling stations and pollen counting will be 
conducted by personnel of local health departments. 
Stations will be set up in Albany, Batavia, Belmont, 
Cobleskill, Corning, Fire Island, Hornell, Ithaca, 
Montauk, Niagara Falls, Poughkeepsie, Schenec- 
tady, Troy, Tupper Lake, Warsaw, and Yonkers. 
Those at Fire Island, Montauk, and Schenectady 
will not participate in the daily reporting system. 
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Office of Mental Retardation.—Organization of an 
Office of Mental Retardation in the New York State 
Department of Mental Hygiene to coordinate and 
develop all services for the mentally retarded was 
announced by Dr. Paul H. Hoch, commissioner of 
mental hygiene. The new office will have its head- 
quarters in the department's Albany office at 240 
State St., near all official state agencies responsible 
for the welfare of the mentally retarded. It will be 
under the direction of Dr. Arthur W. Pense, deputy 
commissioner, assisted by Dr. Joseph L. Camp, 
newly appointed deputy assistant commissioner. 
The staff of the office will visit the state’s six in- 
stitutions for the mentally defective regularly and 
will coordinate the institutional programs and 
activities with the work of various units in the 
central office of the department. Another respon- 
sibility will be the development of new institutions 
for the mentally retarded which will be necessary 
to provide for those patients who cannot be cared 
for in community programs. 


Meeting on Industrial Medicine.—The New York 

State Society of Industrial Medicine, Inc., will pre- 

sent a scientific program Sept. 30 in the Louis XVI 

Suite of the Waldorf Astoria Hotel, New York City, 

at 5 p. m. The general theme of the scientific pro- 

gram is “The Treatment of Pain Syndromes Com- 

monly Encountered in Industry.” The speakers and 

their subjects follow: 

The Physio-Dynamics of Pain, Dr. Herbert Kupperman, 
N. Y. U.—Bellevue Medical Center. 

Headache, Dr. Arnold P. Friedman, Columbia College of 
Physicians and Surgeons. 
vs thea, Dr. Martin L. Stone, New York Medical 
College. 

oe Shoulder Syndrome, Dr. Robert L. Fransway, Wayne, 

Back Pain, Dr. Kaman Frankel, Jefferson Medical College, 
Philadelphia. 


Physicians are cordially invited to this scientific 
session. For information write Dr. Anthony A. Mira, 
Chairman, Education Committee, New York State 
Society of Industrial Medicine, Inc., 30 Rockefeller 
Plaza, Room 2400, New York 2. 


Obstetricians and Gynecologists Meet.—District II 
of the American College of Obstetricians and 
Gynecologists, comprising New York State, will 
hold its annual meeting in the Waldorf-Astoria 
Hotel, New York City, Sept. 24-26. Dr. John I. 
Brewer, Chicago, president of the college, will be 
the banquet speaker on Sept. 25. The scientific 
program Sept. 25 and 26 will consist of (1) four 
panels, covering toxemia of pregnancy, legal re- 
sponsibility for the unborn child, hydatidiform 
mole and choriocarcinoma, and super voltage 
roentgen therapy in pelvic maligancies; (2) 16 
clinical conferences; (3) six breakfast conferences, 
covering inducing and timing of ovulation, ectopic 
pregnancy, office gynecology, hospital staphylococ- 
cal infection, use and abuse of forceps, and ob- 
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stetric shock. Dr. Martin L. Stone, New York City, 
is chairman of the program committee. Dr. Abra- 
ham C. Posner, New York City, is district chairman, 
and will preside over the business meeting. For 
information, write to Mr. Donald F. Richardson, 
American College of Obstetricians and Gynecolo- 
gists, Box 749, Chicago 90. 


New York City 

Symposium on Diabetes.—“Changing Basic and 
Clinical Concepts of Diabetes Mellitus” will be the 
subject of the seventh all-day symposium sponsored 
by the Clinical Society of the New York Diabetes 
Association, Inc., to be held Friday, Oct. 16, at 
Hunter College Playhouse Auditorium. The day’s 
program will attempt an integration of recent 
advances in basic sciences with clinical concepts of 
diabetes. Dr. Martin G. Goldner, Brooklyn, chair- 
man of the society, has extended a cordial invitation 
to physicians, medical students, and other members 
of the profession to attend. There is no attendance 
fee, but advance registration is required for ad- 
mittance. For information, write the New York 
Diabetes Association, Inc., 104 E. 40th St., New 
York 16. 


Dr. Reese to Give Schoenberg Lecture.—The an- 
nual Schoenberg Memorial Lecture, sponsored 
jointly by the New York Society for Clinical 
Ophthalmology and the National Society for the 
Prevention of Blindness, will be given at 8:15 p. m. 
on Monday, Dec. 7, at the New York Academy of 
Medicine, 2 E. 103rd St. Dr. Algernon B. Reese, 
clinical professor of ophthalmology, Columbia Uni- 
versity College of Physicians and Surgeons, will 
give the lecture, “The Role of the Pigment 
Epithelium in Ocular Pathology.” Dr. Mark J. 
Schoenberg, a New York ophthalmologist, was a 
founder of the New York Society for Clinical Oph- 
thalmology and was the first chairman of the na- 
tional society's committee of glaucoma. Since his 
death in 1945, the two societies have joined each 
year in honoring his memory. All physicians are 
welcome. 


NORTH CAROLINA 

Dr. Martin to Give Reeves Lecture.—On Oct. 16, 
Dr. Charles L. Martin, of Dallas, Texas, will give 
the third Robert J. Reeves Lecture on Radiology at 
Duke Medical Center, Durham. Dr. Martin will 
speak on the treatment of cancer of the head and 
neck with irradiation. 


Personal.—Dr. Charles L. Johnston Jr., of the Uni- 
versity of North Carolina School of Medicine, 
Chapel Hill, has left for a year’s study and research 
in Oslo, Norway. Dr. Johnston is a research asso- 
ciate in the department of physiology. His research 
and study will be conducted at the Institute for 
Thrombosis and Hemorrhagic Diseases. He will be 
working with Dr. Paul A. Owren, of the Institute. 
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——Dr. Kerr L. White, of the University of North 
Carolina School of Medicine, Chapel Hill, was 
awarded a Commonwealth Fund Advanced Fellow- 
ship for a year’s study and research in Great Britain 
and Europe. Dr. White is associate professor of 
medicine and preventive medicine. He will work 
with Dr. J. N. Morris at the Social Medicine Re- 
search Unit of the Medical Research Council of 
Great Britain. Dr. White also will visit France, 
Switzerland, the Netherlands, Norway, Sweden, 
and Denmark. 


PENNSYLVANIA 


Meeting of Obstetricians and Gynecologists.—Dis- 
trict III] of the American College of Obstetricians 
and Gynecologists will hold its annual meeting at 
the Hershey Hotel, Hershey, Oct. 9-10. The district 
covers Pennsylvania, Delaware, and New Jersey. 
The scientific program will consist of 18 papers. 
Dr. Robert A. Cosgrove, Jersey City, N. J., district 
chairman, will present the opening remarks. The 
presiding officers at the scientific sessions will be 
Drs. George H. H. Garrison, Wilmington; Robert A. 
MacKenzie, Asbury Park, N. J.; and Clayton T. 
Beechman, Philadelphia. A motion picture, “Shauta- 
Amreich Radical Vaginal Hysterectomy” will be 
narrated by Dr. Milton L. McCall, New Orleans. 
For information, write to Dr. Robert A. Cosgrove, 
8 Clifton Place, Jersey City 4, N. J., or Mr. Donald 
F. Richardson, executive secretary, ACOG, Box 749, 
Chicago 90. 


Philadelphia 

Opinion Poll for Hospital Employees.—Lankenau 
Hospital gave its 700 employees an opportunity to 
say what they think of their jobs, salaries, fellow 
employees, supervisors, and general hospital poli- 
cies. A special questionnaire was prepared for this 
purpose and employees were asked specifically not 
to identify themselves in their questionnaires in 
the hope that their answers would be frank. A 
similar questionnaire entitled “Here’s What I 
Think” was distributed by the hospital in August, 
1957. The response resulted in several changes in 
hospital policy including the publication of a Per- 
sonnel Handbook in January, 1958, and increased 
emphasis on the hospital's merit rating program. 
This second poll and others which may be scheduled 
in the future have been designed to help maintain 
the “high levels of working conditions” developed 
at Lankenau over the past several years. 


Symposium on Nutrition.—The Commission on Car- 
diovascular and Metabolic Diseases of the Medical 
Society of the State of Pennsylvania in cooperation 
with the Committee on Nutrition and Metabolism 
of the Philadelphia County Medical Society and 
the National Vitamin Foundation is sponsoring a 
symposium for interns, residents, and practicing 
physicians in the Philadelphia area on nutritional 
and metabolic considerations in diseases at the 
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Philadelphia General Hospital, Oct. 21. The follow- 
ing program will be presented: Dr. Michael G. 
Wohl, Philadelphia, moderator; Dr. Paul Gyorgy, 
Philadelphia, “The Present Controversy Regarding 
Protein Nutrition”; Dr. Thomas E. Machella, Phila- 
delphia, “Nutritional Aspects of Gastric Disease’; 
Dr. Robert G. Ravdin, Philadelphia, “The Role of 
Nutrition in Pre-and Post-Operative Care of the 
Surgical Patient”; Dr. William H. Sebrell Jr., New 
York City, “Vitamins in the Practice of Medicine’; 
and Dr. Robert S. Goodhart, New York City, “Sum- 
marization.” Through the courtesy of E. R. Squibb 
and Sons arrangements have been made to have the 
symposium taped and picked up on the Albany 
Radio Program and also to be transmitted by tele- 
phone to various hospitals in Philadelphia. 


TENNESSEE 

Medical Assembly in Chattanooga.—The Tennessee 
Valley Medical Assembly will hold its seventh an- 
nual meeting Sept. 28-29 at the Read House, Chat- 
tanooga. The following is a list of those who will 
read papers before the assembly: Drs. John R. 
Paine, Buffalo, N. Y.; Dwight E. Harken, Boston; 
J. Granfton Love, Rochester, Minn.; E. Vincent 
Askey, Los Angeles, President-Elect, American Med- 
ical Association; Chester C. Guy, Chicago; Milton H. 
Erickson, Phoenix, Ariz.; Edgar V. N. Allen, Roch- 
‘ester, Minn.; Eugene A. Stead Jr., Durham, N. C.; 
Richard T. Shackelford, Baltimore; Lee F. Hill, Des 
Moines, Iowa; Morton M. Ziskind, New Orleans; 
Juan A. del Regato, Colorado Springs, Colo.; James 
Barrett Brown, St. Louis; Arnold H. Kegel, Los 
Angeles, Rudolf L. Baer, New York City; and 
George O. Eaton, Baltimore. Dr. Morris Fishbein, 
Chicago, professor emeritus (Rush) University of 
Illinois College of Medicine, Chicago, will be the 
banquet speaker. His subject will be “Medicine and 
the Changing Social Order.” The Chattanooga 
Area, Tennessee Nurses Association is sponsoring a 
one-day Nurses Institute in conjunction with the 
_ Tennessee Valley Medical Assembly Sept. 28. For 
information, write the Tennessee Valley Medical 
Assembly, 109 Medical Arts Building, Chattanooga 
2, Tenn. 


WEST VIRGINIA 


State Medical Election.—Dr. Jacob C. Huffman, of 
Buckhannon, was installed as president of the West 
Virginia State Medical Association by Dr. Louis M. 
Orr, President of the American Medical Association, 
at the final session of the state house of delegates, 
Aug. 22. He succeeds Dr. George F. Evans, of 
Clarksburg, who automatically becomes chairman 
of the council. Dr. John W. Hash, of Charleston, 
elected vice-president in 1958, was named presi- 
dent-elect, and Dr. Delmas E. Greeneltch, of 
Wheeling, a member of the council for nearly four 
years, was named vice-president in his stead. Dr. 
Daniel N. Barber, of Charleston, was reelected 
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treasurer. He was named treasurer in 1958 to serve 
the unexpired term of his brother, Dr. Thomas 
Barber, of Charleston, who died shortly after being 
named to his 3lst consecutive term as treasurer of 
the association. 


GENERAL 


Dr. Bedell Received Gold Medal in 1952.—Owing 
to a typographical error in the 1958 Transactions of 
the Section on Ophthalmology of the American 
Medical Association, the name of Dr. Arthur J. 
Bedell, of Albany, N. Y. was not included in the 
list of the recipients of the gold medal known as 
“The Prize in Ophthalmology.” Dr. Bedell received 
this award in 1952. 


Grants for Heart Investigations.—Applications for 
American Heart Association grants-in-aid for the 
fiscal year beginning July 1, 1960, must be submit- 
ted not later than Nov. 1. Grants are made to non- 
profit institutions in direct support of a particular 
investigator for a specific program of research under 
his direction. Awards are in support of research in 
the cardiovascular field or basic sciences for periods 
up to five years. All applications for grants-in-aid 
must be made on forms obtainable from the Assist- 
ant Medical Director for Research, American Heart 
Association, 44 E. 23rd St., New York 10. 


Medical Illustrators Meet in Seattle.—The 14th an- 
nual meeting of the Association of Medical Illustra- 
tors will be held in Seattle on Oct. 5-7. Head- 
quarters will be at the Olympic Hotel and several 
sessions will be held at the University of Washing- 
ton. The central theme of the meeting, “Changes 
and Trends in Illustration,” will be presented 
through speakers, demonstrations, workshops, and 
conferences. Members’ work will be on exhibition 
on the University of Washington campus. Members 
of the medical profession are cordially invited to 
attend these sessions. Program chairman is Mr. 
Jessie W. Phillips, University of Washington Col- 
lege of Medicine, Seattle. 


Meeting on Medical Television.—The Council on 
Medical Television will hold its first meeting Oct. 
15-16 at the clinical center, National Institutes of 
Health, Bethesda, Md. The council, which consists 
of representatives of various organizations and 
institutions concerned with using television as a 
tool for undergraduate and postgraduate medical 
education, was recently established under the 
auspices of the institute for advancement of medi- 
cal communication to serve as an advisory and 
planning group “in meeting the challenges and real- 
izing the potential of this new medium for com- 


munication.” Organizations interested in sending 


observers to this meeting may contact the Institute 
for Advancement of Medical Communication, 33 E. 
68th St., New York 21. 
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Western Neurosurgical Meeting.—The fifth regular 

meeting of the Western Neurosurgical Society will 

be held Sept. 27-30 at the La Valencia Hotel, 

La Jolla, Calif. Papers which include invited au- 

thors are as follows: 

Vascular Disease of the Brain Stem, Dr. Augustus S. Rose, 
and Dr. Harry Fang, Los Angeles 

The Central Form of Von Recklinghausen’s Neurofibromato- 
sis, Dr. John B. Doyle Jr., Los Angeles. 

Neural Mechanisms Involved in Stress Induced Visceral Dis- 
order, Dr. Robert W. Porter, Long Beach, Calif. 

High Cervical Pain with Report of an Unusual Case, Lt. Cdr. 
Benjamin L. Crue, San Diego, Calif. 


A business meeting is planned for the morning of 
Sept. 28 with a second business meeting to follow 
a symposium, “Lumbar Disc Problems With Par- 
ticular Reference to the ‘Industrial Back’.” 


Meeting on Mental Deficiency.—The Great Lakes 
Region of the American Association on Mental De- 
ficiency will hold its fall meeting Oct. 2-3, at the 
Deshler Hilton Hotel, Columbus, Ohio. Cooperat- 
ing groups are the Association of Ohio Teachers of 
Slow Learners and ithe Ohio Administrators and 
Teachers of Classes for Retarded Children. The day 
session Oct. 2 will include Columbus public school 
classes for slow learners at Orient State School and 
Columbus State School. Mr. Chris deProspo, past- 
president of the association and professor of special 
education, New York University, will speak the 
evening of Oct. 2, at 8 p. m. Workshops to be held 
Oct. 3, will consider medicine, psychology, social 
work, education, business management and hospi- 
tals, administrators, and administration. William 
Cruikshank, Ph.D., Syracuse University will speak 
at the noon luncheon Oct. 2. Registration fee is $1. 


Gastroenterology Meeting in Los Angeles.—The 
24th Annual Convention of the American College 
of Gastroenterology will be held Sept. 21-23 at the 
Biltmore Hotel, Los Angeles, with a course in post- 
graduate gastroenterology planned for Sept. 24-26. 
A Hawaii regional meeting will be held in Hono- 
lulu, Sept. 27. The program includes the following 
foreign speakers: Dr. Riva Xavier, Mexico; Dr. 
Markees Sylvio, Basel, Switzerland; Dr. Montanex 
Octavio, Mexico; Dr. Propatoridids T. Jordon, 
Athens, Greece; and Dr. Puente Pereda Francisco, 
Mexico. The Henry G. Rudner Sr. award paper, 
“The Acute Effects of Abdominal Paracentesis in 
Laennec’s Cirrhosis upon Exchanges of Electro- 
lytes and Water, Renal Function and Hemody- 
namics,” will be given by Dr. Martin E. Gordon, 
New Haven, Conn. The following panel discussions 
are planned: Gastric Ulcer in 1959, Liver Disease, 
and Pancreatic Disease. The annual dinner dance 
will be held 7 p. m., Sept. 22. President of the 
association is Dr. Frank J. Borrelli, New York City; 
Headquarters office is 33 W. 60th St., New York 
23, and Mr. Daniel Weiss is executive director. 
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Prevalence of Poliomyelitis.—According to the Na- 
tional Office of Vital Statistics, the following num- 
ber of reported cases of poliomyelitis occurred in 
the United States, its territories and possessions in 
the weeks ended as indicated: 


Aug. 22, 1959 


~ ~ Aug. 23 
Paralytic Total 1958 
Type Cases Total 


Area 
New England States 
Maine 


Middle Atlantic States 
East North Central States 
West North Central States 
South Atlantie States 
District of Columbia 1 1 
13 18 4 
East South Central States 
West South Central States 
Mountain States 
Pacifle States 
Territories and Posses¢ions 


International Seminar on Pollinosis.—The first in- 
ternational seminar on the treatment of pollinosis, 
and other inhalant types of allergy by means of a 
single, annual injection of emulsified extract, will be 
held in Boston, Oct. 24-25. Participation is limited 
to 75 physicians. There is no registration fee. The 
first morning will be devoted to the preparation and 
administration of emulsified extracts and that after- 
noon to informal talks by some of the 40 physicians 
who will report on the results achieved in patients 
treated for the ragweed pollen season of 1959. Sun- 
day morning will be given to questions and answers 
and general discussion. A letter of intent should be 
sent to Dr. Ethan Allan Brown, 75 Bay State Road, 
Boston 15, at an early date. Laboratory space will 
be the only limitation of the number who may 
attend. 
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Bacteriologists Establish Detroit Headquarters.— 
The Society of American Bacteriologists announced 
that the society has recently established its national 
headquarters at 19875 Mack Ave., Detroit. The 
society recently announced the appointment of Mr. 
Raymond W. Sarber, formerly of the research 
division, Parke, Davis & Co., as executive secretary 
who will be in charge of the operation of the head- 
quarters. Functions to be centered in the head- 
quarters include all the business operations of the 
society, the society's employment service, and its 
liaison functions with other scientific groups. The 
Society of American Bacteriologists has a member- 
ship in excess of 6,000 which represents individual 
microbiologists and firms throughout the United 
States and abroad. The society currently publishes 
three technical journals and holds an annual scien- 
tific meeting. 


Annual Heart Meeting.—A total of 109 original 
scientific papers will be presented at the American 
Heart Association’s 32nd annual scientific sessions 
to be held Oct. 23-25 at Convention Hall, Phila- 
delphia. Also on the program will be a joint session 
with the American College of Cardiology. Co- 
sponsored by the AHA Council on Clinical Cardi- 
ology, this session will consist of a panel, “Cardiac 
Resuscitation,” Oct. 25. The association's Council 
on Arteriosclerosis, formerly the American Society 
for the Study of Arteriosclerosis, will participate 
in a morning panel, “Conflicting Concepts of Ather- 
ogenesis,” Oct. 25, as well as in an afternoon pro- 
gram on_ arteriosclerosis. Secretary Arthur S. 
Flemming, of the U. S. Department of Health, 
Education, and Welfare, will be guest speaker at a 
business luncheon of the Council on Community 
Service and Education Oct. 24. His subject is “The 
Role of Voluntary Health Associations in Meeting 
Future Health Needs.” 


Slide Kit on Heart Diseases.—As an aid to physician 
speakers, a Resource Slide Kit consisting of 188 
Kodachrome and black and white slides on the 
subject of heart and circulatory diseases has been 
compiled by the American Heart Association. The 
complete set, including a small lighted viewer for 
selecting slides, is available from the association's 
national office for $60. A table of contents and 
descriptive material accompany the slides which 
are grouped for medical and for combined medical 
and lay audiences. Included in the set for medical 
audiences are electrocardiograms, heart drawings, 
and heart models and cardiac silhouettes. Informa- 
tion regarding the subject matter for combined 
medical and lay audiences may be obtained from 
the association, 44 E. 23rd St., New York 10. The 
35 mm. slides come in a metal box designed to hold 
300 cardboard mounted slides, allowing the user 
to add his own or additional AHA slides as they 
become available. 
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Abstracting Service for Hospitals.—A new service 
to keep hospitals informed of developments in 
hospital planning, financing, design and construc- 
tion was announced by the American Hospital 
Association. Starting in October the association 
will offer the Hospital Planning Abstract Service 
to provide a concise summary of what is appearing 
in journals, in reports, or in other publications. Dr. 
Edwin L. Crosby Jr., Chicago, director of the asso- 
ciation, said the Abstract Service will provide ma- 
terial to help in hospital program reevaluations. 
Persons who subscribe to the service will receive 
a set of 25 or more 4x6 index cards six times a year, 
each card containing a summary of one article, 
book, pamphlet, or report. Material to be included 
will be metropolitan surveys which inventory fa- 
cilities and services for general hospitals or for 
special services, including recommendations on 
future needs; evaluation of the Hill-Burton pro- 
gram; articles which describe hospital, medical, or 
socioeconomic trends; and reports of developments 
in other countries. The Abstract Service will be 
furnished at a cost of $10 a year. 


Instrument Conference in Chicago.—The l4th an- 
nual Instrument-Automation Conference and Exhi- 
bit of the Instrument Society of America will be 
held in Chicago, Sept. 21-25. Nearly 190 presenta- 
tions have been scheduled for 60 sessions. The 
exhibitor total is expected to go over 400. New 
instrumentation developments will be displayed 
publicly for the first time, including a thermometer 
which, without contact, can measure temperatures 
of materials in a range of from 100 to 8,000 degrees 
F and at intervals as short as one hundred- 
thousandth of a second. U. §. Government agencies 
also are exhibiting, including the National Bureau 
of Standards, Medical Research Institute, and the 
Naval Research Laboratory. The exhibit will be in 
Chicago's International Amphitheatre. Conference 
sessions will be in the Palmer House and Hotel 
Morrison. The conference theme, “Worid Progress 
in Instrumentation,” will be underscored Tuesday in 
two sessions of presentations by authorities from 
Great Britain, Europe, and the Far East. For in- 
formation write the Instrument Society of America, 
313 Sixth Ave., Pittsburgh 22. 


Women and the Family.—The number of married 
women in the United States reached a total of about 
41,500,000 in March, 1958, a gain of more than 
3,750,000 since 1950 and of about 11,333,000 since 
1940, it is reported by statisticians of the Metro- 
politan Lite Insurance Company. For women at 
ages 18-19, the proportion of those married has in- 
creased from about 20 to 33% since 1940, and in 
the 20-24 age group more than 67% are married as 
against only 50% 20 years ago. At the same time, 
the birth rate among American wives has risen— 
from a rate of 125.9 per 1,000 married women aged 


195! 
Vv. 1 


Vol. 171, No. 3 


15 to 44 to 158.8 in 1956. The rise in the birth rate 
among the various age groups was: 17% for those 
15-19; 36% for those 20-29; 24% at ages 30-34; and 
23% at ages 35-39. Only in the 40-44 age group was 
there a decline (3%). Larger families are becom- 
ing common. The birth rate for third and fourth 
children more than doubled between 1940 and 
1956, and that for fifth children almost doubled. 
Seven of every 10 babies are born to mothers 
under 30 years of age. Nearly 33% of the wives— 
about 13 million—were in the labor force in March, 
1958. Nearly 40% of married women in the 45-54 
age group have jobs outside the home. 


Psychiatric Meeting in New York City.—The fourth 
annual meeting of the Eastern Psychiatric Research 
Association, Inc., will be held Oct. 23-24, at the 

Waldorf-Astoria Hotel, New York City. A panel 

discussion, “Neuropsychiatric Aspects of Space and 

Depth Medicine,” will be held the afternoon of 

Oct. 23, moderated by Dr. Robert L. Williams, 

Washington, D. C. The morning of Oct. 24, the 

following papers will be presented under the gen- 

eral heading, “Chemical and Behavior Aspects of 

Psychoses”: 

A Clinical Evaluation of Current Thinking in the Biological 
— of Schizophrenia, Dr. Seymour $. Kety, Bethesda, 
Md. 

Characteristics of the Behavior of Chronic Psychotics as 
Revealed by Free Operant Conditioning Methods, Ogden 
Lindsley, Ph.D., Boston. 

Adrenalin Metabolism in Schizophrenia, Dr. Abram Hoffer, 
Saskatoon, Saskatchewan. 

Psychopharmacology with Particular Relation to Serontonin 
and Anti-metabolitics, Dilworth W. Woolley, Ph.D., New 
York City. 


A symposium, “Genetics of Disordered Behavior,” 
is planned for the afternoon of Oct. 24. The pro- 
gram will conclude with a general discussion. For 
information, write Dr. David J. Impastato, 40 Fifth 
Ave., New York City. 


Postgraduate Cruise to Caribbean.—The University 
of Tennessee College of Medicine will sponsor an 
eight-day postgraduate cruise to the Caribbean in 
January. Mr. Wallace Mayton, director of the post- 
graduate department, said the eight-day cruise will 
leave from New Orleans Jan. 15 and visit Nassau 
in the Bahamas; Havana, Cuba; and Montego Bay, 
Jamaica, spending four days in these ports of call. 
The cruise is made possible through the coopera- 
tion of the Tennessee Academy of General Practice. 
Physicians will sail aboard the TS Ariadne, a vessel 
owned by the Hamburg American Line in Ham- 
burg, West Germany. They will spend about five 
days at sea and each morning from 8:30 until 12:30 
seminar sessions will be held. The sessions will in- 
clude lectures, lantern slide projections, and motion 
pictures on surgical procedures of interest to general 
practitioners. Physicians may be accompanied by 
their wives. Twenty hours of postgraduate credit is 
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offered by the American Academy of General Prac- 

tice to those who make the voyage. The cost of the 

trip will be about $350. The faculty will include: 

Dr. Maston K. Callison, dean of the College of Medicine; 
Dr. Harwell Wilson, chief of the division of surgery; Dr. 
R. H. Kampmeier, professor of medicine, Vanderbilt Uni- 
versity, Nashville; Dr. I. Frank Tullis, chief of the division 
of medicine; Dr. Lemuel W. Diggs, head of the depart- 
ment of medical laboratories; Dr. James G. Hughes, pro- 
fessor of pediatrics. 


Information may be obtained from the Postgraduate 
Department of the university at 62 S. Dunlap, 
Memphis 3, Tenn. 


Meeting on Trauma Surgery.—The 19th annual 
session of the American Association for the Surgery 
of Trauma will be held Sept. 24-26 at Mount Wash- 
ington Hotel, Bretton Woods, New Hampshire, 
under the presidency of Dr. Truman G. Blocker Jr., 
Galveston, Texas. Films on surgery of the injured 
patients will be shown the morning of Sept. 24. 
Papers for the scientific program are arranged under 
the following section titles: 

Injuries of the Upper Extremity 

Injuries of the Abdomen 

Burns 

Fluid and Electrolyte Problems 

Principles of Fracture Treatment 

Injuries of the Nervous System 

Chemical Osteosynthesis 

Injuries of the Lower Extremity 

Replacement of Bone Defects 

Studies of Heparin in Burns and Wound Healing 

Injuries of the Vascular System 

Some Special Problems of the Injured Patient 


Sir Reginald Watson-Jones, Extra-Orthopaedic Sur- 
geon to Her Majesty The Queen, will present “Eng- 
lish Surgeon Looks at America” at the annual 
dinner, Sept. 25, 8 p. m. Sir Reginald will also 
preside at a Forum for Unusual Fracture Problems, 
Sept. 24. A symposium, “Research in Trauma by the 
Army Medical Corps,” will be moderated by Major 
Gen. Leonard D. Heaton, Surgeon General, U. S. 
Army. 


CANADA 

Lord Cohen to Give Gross Lecture.—Thé 22nd 
annual Louis Gross Memorial Lecture, under the 
auspices of the Montreal Clinical Society, will be 
delivered at the Jewish General Hospital, Montreal, 
on Wednesday, Sept. 25, 8:30 p. m., by the Rt. 
Honorable the Lord Cohen of Birkenhead. The 
subject will be “Facial Pain.” 


FOREIGN 

Indian Institute Developing Health Science Pro- 
grams.—Established in 1956 by special act of Parlia- 
ment to set standards in medical education and to 
train teachers for other Indian medical colleges, 
the All-India Institute of Medical Sciences, New 
Delhi, has received a grant of $2,000,000 from the 
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Rockefeller Foundation. With the help of a grant 
of about one million pounds from New Zealand 
under the Colombo plan and substantial grants of 
both land and money from the Indian government, 
the institute is developing programs in the health 
sciences, and constructing the necessary facilities 
for undergraduate and graduate medical education 
and training in nursing and dentistry. When com- 
pleted, the institute will consist of a main building 
for medical instruction with an attached modern 
hospital of 650 beds, nursing and dental colleges, 
a nurses’ home, and _ residential quarters for 
students, teachers, and other staff. All the preclinical 
and paraclinical departments are already function- 
ing, and work is gradually getting under way in 
the clinical departments as well. The new founda- 
tion grant will be used for the purchase of teaching 
and research equipment. 


EXAMINATIONS 
AND 
LICENSURE 


EDUCATIONAL COUNCIL FOR FOREIGN MEDICAL 
GRADUATES, INC. 


Educational Council for Foreign Medical Graduates: Sta- 
tions around the world. March 16, 1960 and Sept. 21, 
1960. Exec. Director, Dr. Dean F, Smiley, 1710 Orrington 
Ave., Evanston, IIl. 


BOARDS OF MEDICAL EXAMINERS 


ALABAMA: Examination. Montgomery, June 21-23, 1960. 
Sec., Dr. D. G. Gill, State Office Bldg., Montgomery. 
ALASKA:*® On application in Anchorage or Fairbanks. Sec., 

Dr. W. M. Whitehead, 172 South Franklin St., Juneau. 

Anizona:*® Examination. Phoenix, Oct. 14-16. Reciprocity. 
Phoenix, Oct. 17. Ex. Sec., Mr. Robert Carpenter, 826 
Security Bldg., Phoenix. 

ArKANSAS:* Examination and Reciprocity. Little Rock, Nov. 
5-6, Sec., Dr. Joe Verser, Harrisburg. 

Cauivornia: Written. Sacramento, October 19-22. Oral. San 
Francisco, November 14. Oral and Clinical. San Francisco, 
Nov. 15. Sec., Dr. Louis FE. Jones, Room 536, 1020 N 
Street, Sacramento. 

Cotorapno:*® Examination. Denver, Dec. 8-9. Reciprocity. 
Denver, Oct. 14. Exec. Sec., Miss Mary M. McConnell, 
715 Republic Bldg., 1612 Tremont Place, Denver 2. 

Districr or Covumpia:*® Examination. Washington, Dec. 
14-15. Reciprocity. Washington, Sept. 14. Deputy Direc- 
tor, Mr. Paul Foley, 1740 Massachusetts Ave., Washing- 
ton 6. 

FLorma:* Examination. Miami Beach, Nov. 22-24. Sec., 
Dr. Homer L. Pearson, 901 N.W. 17th St., Miami 36. 
Grorcia: Examination and Reciprocity. Atlanta, Oct. 13. 

Sec., Mr. Cecil L. Clifton, 224 State Capitol, Atlanta 3. 

Guam: Subject to Call. Act. Sec., Dr. F. L. Conklin, Agana. 

INDIANA: Examination. Indianapolis, June 1960, Reciprocity. 
Indianapolis, fourth Wednesday of each month. Ex. Sec., 
Miss Ruth V. Kirk, 538 K. of P. Bldg., Indianapolis. 

Kansas:* Examination and Reciprocity. Kansas City, Jan. 
15-16, 1960. Sec., Dr. F. J. Nash, New Brotherhood Bldg., 
Kansas City. 

Kentucky: Examination. Frankfort, Dec. 14-15. Asst. Sec., 
Mrs. Ray Wunderlich, 620 South Third St., Louisville 2. 
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Louisiana: Examination and Reciprocity. New Orleans, 
Dec. 3-5. Sec., Dr. Edwin H. Lawson, 930 Hibernia Bank 
Bldg., New Orleans 12. 

MaryLaNnp: Examination. Baltimore, Dec. 8-11, Sec., Dr. 
Frank K. Morris, 1211 Cathedral St., Baltimore 1. 

Micnican:*® Examination. Lansing, Oct. 26-28, Ex. Sec., Dr. 
E. C. Swanson, 118 Stevens T. Mason Bldg., Lansing. 

Minnesora:* Examination, Jackson, June 1960. Reciprocity. 
Jackson, Dec. 7. Sec., Dr. A. L. Gray, Old Capitol, Jack- 
son. 

Minnesora:® Examination and Reciprocity. St. Paul, Oct. 
20-22. Sec., Dr. F. H. Magney, 230 Lowry Medical Arts 
Bldg., St. Paul 2. 

Montana: Examination and Reciprocity. Helena, Oct. 6. 
Sec., Dr. Thomas L. Hawkins, 555 Fuller Ave., Helena. 
Nepraska:® Examination. Omaha, June 13-15, 1960. Dir., 
Bureau of Examining Boards, Room 1009, State Capitol 

Bldg., Lincoln 9. 

New Jersey: Examination, Trenton, Oct. 20-23. Reciprocity. 
Monthly, Sec., Dr. Royal A. Schaaf, 28 West State St., 
Trenton. 

New Mexico:*® Examination and Reciprocity. Santa Fe, 
Nov. 16-17. Sec., Dr. C. Derbyshire, 227 East Palace 
Ave., Santa Fe. 

New York: Examination, Albany, Buffalo, New York and 
Syracuse, Dec. 8-11. Sec., Dr. Stiles D. Ezell, 23 South 
Pearl St., Albany. 

Ouro: Examination. Columbus, Dec. 15-17. Endorsement. 
Columbus, Oct. 5. Sec., Dr. H. M. Platter, 21 W. Broad 
St., Columbus 15. 

Orecon:*® Examination. Portland, Oct. 22-24. Ex. Sec., Mr. 
Howard I. Bobbitt, 609 Failing Bldg., Portland. 

Trexas:* Examination. Fort Worth, Dec. 3-5. Sec., Dr. M. H. 
Crabb, 1714 Medical Arts Bldg., Fort Worth 2. 

Vincinta: Examination and Reciprocity. Richmond, Dec. 
2-4. Address: Board of Medical Examiners, 631 First St. 
S. W., Roanoke. 

Vincin Istanps: Examination. Charlotte Amalie, Nov. 12-13. 
Sec., Dr. Benjamin Nath, Charlotte Amalie, St. Thomas. 

Wisconsin: * Examination. Madison, Jan. 14-16. Reciprocity. 
Madison, Oct. 23. Sec., Dr. Thomas W. Tormey, Jr., 1140 
State Office Building, 1 West Wilson St., Madison. 

Wyominc: Examination and Reciprocity. Cheyenne, Oct. 5. 
Sec., Dr. James W. Sampson, State Office Bldg., Cheyenne. 


BOARDS OF EXAMINERS IN THE BASIC SCIENCES 


Avtaska: Examination and Reciprocity. Juneau, November. 
Sec., Dr. R. Harrison Leer, Alaska Office Bldg., Juneau. 

Conwnecricur: Examination. New Haven, Oct. 10. Exec. 
Asst., Mrs. Regina G. Brown, 258 Bradley St., New 
Haven 10. 

Disrnicr or Cor_umpia: Evamination. Washington, Nov. 
23-24. Deputy Director, Mr. Paul Foley, 1740 Massachu- 
setts Ave., Washington 6. 

Kansas: Examination. Pittsburg, Nov. 6-7. Sec., Dr. Leon 
C. Heckert. Kansas State College, Pittsburg. 

Micmican: Examination, Ann Arbor and Detroit, Oct. 9-10. 
Sec., Mrs. Anne Baker, West Michigan Ave., 116 Stevens 
T. Mason Bldg., Lansing. 

Minnesora: Examination. Minneapolis, Oct. 6-7. Sec., Dr. 
Raymond N, Bieter, 105 Millard Hall, University of Min- 
nesota, Minneapolis. 

New Mexico: Examination. Santa Fe, Oct. 18, Reciprocity. 
Santa Fe, Oct. 7. Sec., Mrs. M. Cantrell, P. O. Box 1522, 
Santa Fe. 

SourH Dakota: Examination. Vermillion, Dec. 4-5, Dr. 
Gregg M. Evans, 310 East 15th St., Yankton. 

Texas: Examination. Austin, Oct. 12-13. Sec., Bro. Raphael 
Wilson, 407 Perry-Brooks Bldg., Austin. 

Wisconsin: Examination. Milwaukee, Dec. 5. Sec., Mr. Wm. 
H. Barber, 621 Ranson St., Milwaukee. 


*Basic Science Certificate required. 
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GOVERNMENT SERVICES 


ARMED FORCES INSTITUTE 
OF PATHOLOGY 


New Director.—Col. Frank M. Townsend, U.S. A. F., 
M.C., was appointed director of the Armed Forces 
Institute of Pathology succeeding Capt. William M. 
Silliphant, M.C., U. S. N. Colonel Townsend is the 
first Air Force officer to assume the directorship of 
the Institute. He also serves as the consultant in 
pathology to the Air Force surgeon general. The 
Armed Forces Institute of Pathology is the central 
laboratory of pathology for the Department of 
Defense. In addition to serving the Armed Services, 
the institute meets the needs of the Public Health 
Service, Atomic Energy Commission, Veterans Ad- 
ministration, other federal agencies, and civilian 
pathologists in the form of consultative service. 


NAVY 


Armed Services Orthopedic Seminar.—The first 
Armed Services Orthopedic Seminar will be con- 
vened at the U. S$. Naval Hospital, Oakland, Calif., 
Sept. 23 to 25, under the sponsorship of the com- 
mandant, Twelfth Naval District. Eligible Naval 
Reserve Medical Corps officers on inactive duty 
may be credited with one retirement point credit 
for each day’s attendance providing they register 
with the military representative present. 


Certificate Awarded for Film.—The Department of 
the Navy was awarded an exhibition certificate 
from officials of the International Film Festival in 
Venice, Italy, for the film, “Color Vision Deficien- 
cies.” It is a 20-minute, 16-mm. film with sound and 
color and is intended for medical department per- 
sonnel who are responsible for color vision tests. — 


PUBLIC HEALTH SERVICE 


Examination for Commission.—Competitive exami- 
nations for appointment of medical officers in the 
regular corps of the United States Public Health 
Service will be held throughout the United States 
on Nov. 17, 18, 19, and 20. Appointments provide 
opportunities for career service in clinical medi- 
cine, research, and public health. They will be made 
in the grades of assistant surgeon and senior as- 
sistant surgeon, equivalent to Navy ranks of lieu- 
tenant (j.g.) and lieutenant, respectively. Entrance 
pay for assistant and senior assistant surgeons with 
dependents is nearly $8,000 a year (assistant sur- 
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geon applicants are assigned the temporary grade 
of senior assistant). Provisions are made for rapid 
advancement. 

Benefits include periodic pay increases, 30 days 
annual leave with pay, sick leave, medical care, 
retirement for age or disability, retirement pay 
which is 75% of annual basic pay at time of re- 
tirement, and other privileges. Active duty as a 
Public Health Service officer fulfills the obliga- 
tion of Selective Service. Requirements are United 
States citizenship and graduation from a recognized 
school of medicine. For the rank of assistant sur- 
geon and for senior assistant surgeon, at least 7 
and 10 years, respectively, of collegiate and pro- 
fessional training and appropriate experience are 
needed. 

Entrance examinations will include an oral in- 
terview, physical examination, and comprehensive 
objective examinations in the appropriate profes- 
sional fields. Application forms may be obtained 
by writing to the Surgeon General, United States 
Public Health Service (P), Washington 25, D. C. 
Complete application forms must be received no 
later than Oct. 9, 1959. 


Extern Program.—Seventy-one medical students are 
now on temporary duty in Public Health Service 
hospitals, outpatient clinics, and other facilities as 
members of the commissioned reserve. They are 
receiving special training under the service's Com- 
missioned Officer Student Training and Extern 
Program (COSTEP). Such assignments are open 
each year to students who complete either their 
second or third year of professional education on 
or before July 1 and who are interested in becom- 
ing reserve officers in the Public Health Service. 
Students selected for COSTEP are offered com- 
missions in grades equivalent to those held by 
officers in the armed forces. They are then placed 
on active duty for a period not to exceed 120 days. 
Opportunities for internships on graduation and 
active duty later are also available to qualified 
students. 

The largest number of students under COSTEP 
are employed during the summer months, but the 
program is open the year around, and _ students 
attending schools operating on the quarter system 
can apply throughout the year. The purpose of 
COSTEP is (1) to stimulate the interest of prom- 
ising students in careers in the Public Health Serv- 
ice, (2) to enable students to further their pro- 
fessional knowledge while gainfully employed, (3) 
to give students an opportunity to increase their 
understanding of and interest in the functions of 
government and independent public health agen- 
cies, and (4) to provide the service with compe- 
tent help during the vacation months. 
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DEATHS 


Colcher, Abraham Edward ® Philadelphia: Medico- 
Chirurgical College of Philadelphia, 1916; specialist 
certified by the American Board of Radiology; mem- 
ber of the Radiological Society of North America, 
American Coliege of Radiology, and the Industrial 
Medical Association: served in France during World 
War I; assistant in surgery at the Jefferson Medical 
College; on the staffs of the Jefferson Hospital and 
Doctors Hospital; for many years a medical con- 
sultant for the Pennsylvania Railroad: died in At- 
lantic City, N. J., June 28, aged 65. 


Dovre, Conrad Magnus, St. Paul; Marquette Uni- 
versity School of Medicine, Milwaukee, 1914: died 
June 22, aged 74. 


Horton, William Steurer-Stumpf, Lynbrook. N. Y.: 
Columbia University College of Physicians and Sur- 
geons, New York City, 1917; fellow of the Interna- 
tional College of Surgeons; on the staff of the Long 
Beach Memorial Hospital; died June 22, aged 77. 


Johnston, Herbert Allan % Anaheim, Calif.: born 
Oct. §, 1873; University of Southern California 
School of Medicine, Los Angeles, 1598: fellow of the 
American College of Surgeons; past-president of the 
Orange County Medical Society; in 1919 vice- 
president of the Southern California Medical Asso- 
ciation; member of the board of the Anaheim 
Public Library; president of the Chamber of Com- 
merce and one of the organizers; one of the original 
members of the Anaheim Rotary Club, of which he 
was president in 1923; a director of the Bank of 
America; served on the staffs of the Fullerton 
( Calif.) Hospital, Anaheim Hospital, and St. Joseph 
Hospital in Orange, where he was at one time chief 
of staff and where he died June 10, aged $5. 


Katz, Joseph ™ Clinton, N. Y.; University of Mary- 
Jand School of Medicine and College of Physicians 
and Surgeons, Baltimore, 1936; veteran of World 
War I]; health officer and school physician in Clin- 
ton and Westmoreland; died in St. Luke’s Memorial 
Hospital Center in Utica June 28, aged 50. 


Keen, Edward J., Bowling Green, Ky.; University 
of Tennessee College of Medicine, Memphis, 1900: 
died in the Bowling Green-Warren County Hos- 
pital June 25, aged 87. 

Kinser, Prentice Jr.“ Danville, Va.; born in Shelby- 
ville, Ky., Feb. 13, 1906; Vanderbilt University 
School of Medicine, Nashville, Tenn., 1932; 


@ Indicates Member of the American Medica! Association. 


specialist certified by the American Board of 
Orthopaedic Surgery; member of the American 
Academy of Orthopaedic Surgeons and the Ameri- 
can Rheumatism Association: fellow of the Interna- 
tional College of Surgeons; at onetime on the fac- 
ulty of the University of Virginia Department of 
Medicine in Charlottesville; veteran of World War 
II; associated with the Memorial Hospital; director 
of the Danville Chamber of Commerce; died in the 
University of Virginia Hospital, Charlottesville, 
June 23, aged 53. 


Kremers, Edward Dunster ™ Lieut. Col. U. S. 
Army, retired, Altadena, Calif.; University of Mich- 
igan Department of Medicine and Surgery, Ann 
Arbor, 1903; commissioned a first lieutenant in the 
medical corps of the U. S. Army in June, 1910; 
retired July 22, 1922; veteran of World War |; 
associated with Huntington Memoria] Hospital in 
Pasadena; died in Pasadena June 23, aged 77. 


Leete, Caroline McQuiston ® Pasadena, Calif.; 
University of Southern California College of Medi- 
cine, Los Angeles, 1903; died June 2, aged 81. 


Lindsay, Vernerd Thorne, Glidden, lowa; Keokuk 
(lowa) Medical College, College of Physicians and 
Surgeons, 1905; past-president of the Carrol] County 
Medical Society; served as president of the school 
boards of Menlo and Glidden; associated with 
St. Anthony Hospital in Carroll; died June 19, aged 
78. 


Lott, William Clifton “ Asheville, N. C.; Univer- 
sitv of Colorado School of Medicine, Denver, 1929; 
member of the American Urological Association; 
past-president of the North Carolina Urological 
Society and the Buncombe County Medical Society; 
veteran of World War IJ; associated with the St. 
Joseph Hospital and the Memorial Mission Hos- 
pital of Western North Carolina; died in Bat Cave 
June 22, aged 55. 


Luckner, Wendelin George “ Stafford Springs, 
Conn.; Jefferson Medical College of Philadelphia, 
1935; interned at the United Hospital in Port Ches- 
ter, N. Y., where he served a residency; past-presi- 
dent of the Toland County Medical Society; asso- 
ciated with the Johnson Memorial Hospital; died 
in Greenville, Maine, June 23, aged 49. 


McBrayer, William H. ™ Idabel, Okla.; Medical 
Department of Grant University, Chattanooga, 
Tenn., 1902: died in the Sanitarium of Paris, Texas. 
June 25, aged 87. 
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McKean, Jesse Cortena ® Gladewater, Texas; born 
in Loneta, Texas, Oct. 21, 1891; Fort Worth School 
of Medicine, Medical Department of Texas Chris- 
tian University, Fort Worth, 1917; veteran of World 
War I; served for five years in the medical corps 
of the U. S. Army and after his discharge served 
with the American Red Cross and the Rockefeller 
Foundation in Greece, Turkey, and Russia; on a 
typhus fever commission for the American Red 
Cross sponsored by the Rockefeller Foundation 
and for his work there was made a Knight of the 
Order of St. George by King George V of Greece; 
after completing his Red Cross work, was appointed 
chief surgeon for the Sinclair Exploration to Portu- 
guese West Africa, later going to Liberia, West 
Africa, as medical director for the Firestone Planta- 
tion Company; associated with Gladewater Mu- 
nicipal Hospital and superintendent of the McKean 
Clinic and Emergency Hospital; died June 24, 
aged 67. 


Meadows, Joseph Judson, Tulia, Texas; Baylor 
University College of Medicine, Dallas, 1929; on 
the staff of the Swisher County Hospital; died in 
the Austin State Hospital in Austin, June 24, 
aged 55. 


Meddaugh, John Leonard @ Major, U. S. Army, 
retired, Millbrae, Calif.; Detroit College of Medi- 
cine, 1907; veteran of World War I; commissioned 
in the regular Army in 1920 and retired March 31, 
1934; died in the Letterman Army Hospital, San 
Francisco, June 24, aged 82. 


Meriwether, Ben Morsell, Asheville, N. C.; Univer- 
sity of Louisville (Ky.) School of Medicine, 1915; 
veteran of World Wars I and II; took the first sur- 
gical portable hospital to the South Pacific and was 
in command of this field hospital unit throughout 
the campaign in New Guinea; in 1944 was awarded 
the Legion of Merit decoration for his work there; 
associated with the Mission, St. Joseph’s, and Aston 
Park hospitals; died in the Veterans Administration 
Hospital, Oteen, June 28, aged 66. 


Meyer, Milo George ® Michigan City, Ind.; State 
University of lowa College of Medicine, lowa City, 
1929; member of the American College of Allergists; 
past-president of the La Porte Countv Medical 
Society and the 13th District Medical Society; 
veteran of World War II; associated with St. An- 
thony’s Hospital, where he was past-president of 
the staff; died June 23, aged 54. 


Mock, Harry Edgar ® Ormond Beach, Fla.; born 
in Muncie, Ind., Oct. 27, 1880; Rush Medical Col- 
lege, Chicago, 1906; served as associate professor 
of surgery at Northwestern Medical School in Chi- 
cago; formerly on the faculty of his alma mater; 
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member of the founders group, American Board of 
Surgery; member of the Clinical Orthopaedic So- 
ciety, Institute of Medicine of Chicago, American 
Fracture Association, and the American Association 
for Surgery of Trauma; chairman of the Section on 
Miscellaneous topics, 1918-1919, American Medical 
Association, and chairman of its Council on Physical 
Therapy when it was organized in 1925 until 1942; 
in 1916 secretary of the American Association of 
Industrial Physicians and Surgeons; past-president 
of the American Medical Golfing Association and 
the Industrial Medical Association; fellow of the 
American College of Surgeons; veteran of World 
War I; in 1919 appointed U. S. Army delegate to 
the Inter-allied Conference for Disabled Soldiers 
in Rome; emeritus attending surgeon at St. Luke's 
Hospital in Chicago, where he practiced since 1906; 
in 1945 the Harry Mock School for Crippled Chil- 
dren named for him opened in Muncie, Ind., under 
the sponsorship of the Delaware County Crippled 
Children’s Association in cooperation with the city; 
at one time chief surgeon for Sears, Roebuck & 
Company in Chicago; consultant surgeon for the 
Baltimore and Ohio, Rock Island, and Illinois Cen- 
tral railroads; from 1931 to 1952 member of the 
board of directors of the Franklin (Ind.) College, 
where in 1927 he was awarded the honorary degree 
of doctor of science; author of “Industrial Medicine 
and Surgery” and “Skull Fractures and Brain In- 
juries”; in 1932 editor of “Principles and Practices 
of Physical Therapy”; died June 30, aged 78. 


Odell, Richard Thomas ® St. Louis; born in Fulton, 
Ark., Feb. 15, 1913; Washington University School 
of Medicine, St. Louis, 1943; specialist certified by 
the American Board of Orthopaedic Surgery, Inc.; 
member of the American Orthopaedic Association, 
Clinical Orthopaedic Society, and the American 
Academy of Orthopaedic Surgeons; fellow of the 
American College of Surgeons; president of St. 
Louis Orthopedics; associate professor of clinical 
orthopedic surgery at his alma mater; on the staffs 
of the Homer G. Phillips Hospital, St. Luke’s Hos- 
pital, Barnes Hospital, and St. Louis Children’s 
Hospital; a trustee on the board of directors of the 
Presbyterian Children’s Home at Farmington, Mo.; 
died June 21, aged 46. 


Ohl, Charles Wallis ® Chickasha, Okla.; Hahne- 
mann Medical College and Hospital of Philadel- 
phia, 1937; veteran of World War II; owner of the 
Women’s and Children’s Hospital, where he died 
June 26, aged 49. 


Otis, Walter Joseph “® New Orleans; Medical Col- 
lege of Virginia, Richmond, 1915; specialist certi- 
fied by the American Board of Psychiatry and 
Neurology, Inc.; veteran of the Spanish-American 
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War and World War I; member of the American 
Psychiatric Association; consultant in the division 
of neurology and psychiatry, Charity and Sara 
Mayo hospitals; neuropsychiatrist in chief, De Paul 
Hospital; on the staffs of the Mercy Hospital and 
the Hotel Dieu, Sisters’ Hospital, where he died 
June 14, aged 81. 


Pate, James Frank ®@ Canton, N. C.; Medical Col- 
lege of South Carolina, Charleston, 1927; member 
of the American Academy of General Practice; 
past-president of the Haywood County Medical 
Society; died May 16, aged 57. 


Peck, Louis Keeler ® Barryton, Mich.; Syracuse 
University College of Medicine, 1892; died in the 
Community Hospital, Big Rapids, June 19, aged 89. 


Plocki, Erich Brilli ® New York City; Julius-Maxi- 
milians—Universitat Medizinische Fakultat, Wiirz- 
burg, Bavaria, Germany, 1925; on the staff of the 
Mount Sinai Hospital; died June 30, aged 57. 


Poland, Maynard Franklin ® Indianapolis; Indiana 
University School of Medicine, Indianapolis, 1931; 
veteran of World Wars I and II; surgical consultant 
for the regional office of the Veterans Administra- 
tion; associated with St. Vincent’s and Methodist 
hospitals; died in the Veterans Administration Hos- 
pital June 12, aged 61. 


Reid, Eugene Hamer, Sonora, Calif.; Kentucky 
School of Medicine, Louisville, 1897; died June 25, 
aged 88. 


Riely, Leander Armestead “® New Canaan, Conn.; 
University of Louisville (Ky.) Medical Department, 
1898; specialist certified by the American Board of 
Internal Medicine; fellow of the American College 
of Physicians, of which he was an ex-governor; 
emeritus professor of clinical medicine at the Uni- 
versity of Oklahoma School of Medicine; died 
June 14, aged 84. 


Rinehart, Bert Millard ® Ogema, Wis.; the Hahne- 
mann Medical College and Hospital, Chicago, 
1901; died June 17, aged 85. 


Robison, Norval William ® Bison, Kan.; University 
Medical College of Kansas City, 1910; veteran of 
World War I; served as mayor of Bison, on the city 
council and school board, and as coroner; formerly 
health officer of Rush County; member of the staff 
of the Rush County Memorial Hospital in La Crosse, 
where he died June 10, aged 75. 


Rogers, Floyd Sterling ® Coleman, Ga.; Atlanta 
Medical College, 1897; for many years a member 
of the board of education of Randolph County; at 
one time mayor; served on the board of county com- 
missioners and the Welfare Board; on the staff of 
the Patterson Hospital in Cuthbert; died June 17, 
aged 83. 
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Rothenberg, Samuel ® Cincinnati; Medical College 
of Ohio, Cincinnati, 1893; on the consultant staff, 
Jewish Hospital; died June 25, aged 87. 


Sampson, Arthur Haskell, Damariscotta, Maine; 
Yale University School of Medicine, New Haven, 
Conn., 1949; interned at the Central Maine General 
Hospital in Lewiston, where he served a residency; 
certified by the National Board of Medical Ex- 
aminers; relieved from active duty as a captain in 
the medical corps of the U. S. Air Force Reserve 
in 1952; awarded the Bronze Star; on the staff of 
the Miles Memorial Hospital; died June 25, aged 34. 


Sandels, Christopher Clinton ® Pittsburgh; Western 
Pennsylvania Medical College, Pittsburgh, 1896; 
member of the American Laryngological, Rhinologi- 
cal and Otological Society; fellow of the American 
College of Surgeons; for many years associated with 
the Western Pennsylvania Hospital, where he died 
June 15, aged 85. 


Sargent, George Franklin ® Towson, Md.; College 
of Physicians and Surgeons, Baltimore, 1903; mem- 
ber of the American Psychiatric Association; vet- 
eran of World War I; served on the staff of the 
Sheppard and Enoch Pratt Hospital; formerly med- 
ical superintendent and owner of the Aigburth 
Manor; psychiatrist for the Baltimore County 
Court; died June 7, aged 80. 


Saunders, Otis Warren ® Green Bay, Wis.; Rush 
Medical College, Chicago, 1921; past-president of 
the Brown-—Door-Kewaunee Counties Medical So- 
ciety; member of the American Academy of Gen- 
eral Practice; veteran of World Wars I and II; 
served as city health officer and for a time physician 
for the Green Bay Packers; associated with Bellin 
Memorial and St. Mary’s hospitals; died June 12, 
aged 63. 


Scott, Chandler Maurice Hartsville, S$. C.; Med- 
ical College of South Carolina, Charleston, 1913; 
veteran of World War I; died in Byerly Hospital 
June 14, aged 68. 


Scott, James Edward Van Tyne © Charleston, S. C.; 
Medical College of South Carolina, Charleston, 
1907; physician for the city’s public schools for 
many years; died June 29, aged 78. 


Slocum, Millard Moon ® Utica, N. Y.; Long Island 
College Hospital, Brooklyn, 1895; member of the 
medical staffs of Utica General and St. Elizabeth 
Hospital; formerly on the staff of St. Joseph’s Hos- 
pital in Far Rockaway; died June 21, aged 87. 


Slutskin, Maurice Louis ® Springfield, Mass.; Balti- 
more University School of Medicine, 1902; died in 
the New England Deaconess Hospital in Boston 
June 18, aged 80. 
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Stanley, William Alfred, Enterprise, Ala., Medical 
College of Alabama, Mobile, 1912; served as health 
officer of Coffee County Health Unit and Bullock 
County Health Unit; died in Montgomery June 
14, aged 69. 


Stec, Michael John ® Scranton, Pa.; Jefferson Med- 
ical College of Philadelphia, 1925; chief of ortho- 
pedic service, Scranton State Hospital; staff member 
at St. Mary’s Hospital and Mercy Hospital, where 
he died June 26, aged 59. 


Steiner, Isaac Franklin, Sarasota, Fla.; University 
of Michigan Department of Medicine and Surgery, 
Ann Arbor, 1897; for many years practiced in Lima, 
Ohio; died June 19, aged 91. 


Sternes, Frank Charles ® Cicero, IIl.; Loyola Uni- 
versity School of Medicine, Chicago, 1933; interned 
at the Cook County Hospital in Chicago, where he 
served a residency; on the staffs of the St. Anthony 
de Padua Hospital in Chicago and MacNeal Me- 
morial Hospital in Berwyn; died in Varese, Italy, 
June 26, aged 51. 


Stouter, Francis Lincoln ® Paterson, N. J.; George- 
town University School of Medicine, Washington, 
D. C., 1931; veteran of World War II; died June 13, 
aged 55. 


Stuart, Alexander Montgomery, Jonesboro, Tenn.; 
Maryland Medical College, Baltimore, 1903; died 
in Takoma Hospital and Sanitarium in Greenville 


June 15, aged 81. 


Thomas, Henry Alfred, Memphis, Tenn.; Univer- 
sity of West Tennessee College of Medicine and 
Surgery, Memphis, 1911; associated with the Col- 
lins Chapel Hospital, where he died June 16, 
aged 80. 


Thompson, Oliver Andrew, Millvale, Pa.; Univer- 
sity of Pittsburgh School of ‘Medicine, 1934; vet- 
eran of World War II; died in St. Francis Hospital 
in Pittsburgh June 19, aged 49. 


Tolver, Ralph Rudolph, Camden, N. J.; Meharry 
Medical College, Nashville, Tenn., 1941; veteran 
of World War II; served on the staff of the 
Frankford Hospital in Philadelphia; died June 29, 
aged 51. 


Truax, Florence Tippett, Miami, Fla.; Georgia Col- 
lege of Eclectic Medicine and Surgery, Atlanta, 
1900; Eclectic Medical Institute, Cincinnati, 1901; 
died June 18, aged 87. 


Unkefer, LeMoyne Ione ® Grand Rapids, Mich.; 
Ohio State University College of Medicine, Co- 
lumbus, 1954; interned at Aultman Hospital in 
Canton, Ohio; served a residency at the Blodgett 
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Memorial Hospital, where she was a member of the 
staff; member of the staffs of Butterworth and St. 
Mary’s Hospital; died June 19, aged 36. 


Utz, W. R., Miami, Mo.; College of Physicians and 


. Surgeons, Medical Department of the Kansas City 


University, Kansas City, 1900; died in the Fitzgib- 
bon Memorial Hospital, Marshall, June 22, aged 82. 


Waters, Gregory Roy ® Chicago; Loyola Univer- 
sity School of Medicine, Chicago, 1932; member of 
the Industrial Medical Association; served as med- 
ical director for Swift & Company; formerly asso- 
ciated with the Indian Service; died June 25, 
aged 58. 


Westervelt, Harry Clarkson ® Pittsburgh; Univer- 
sity of Pennsylvania School of Medicine, Philadel- 
phia, 1898; veteran of World War I; associated with 
the Passavant Hospital; died in the Veterans Ad- 
ministration Hospital, Oakland, June 13, aged 92. 


Wiger, Henry Cleophas, Rice Lake, Wis.; Mar- 
quette University School of Medicine, Milwaukee, 
1915; associated with the Lakeside Methodist Hos- 
pital, where he died June 17, aged 78. 


Wilkinson, Samuel Allen Jr. ® Boston; University 
of Pennsylvania School of Medicine, Philadelphia, 
1925; specialist certified by the American Board of 
Internal Medicine; member of the American Gastro- 
enterological Association, of which he was past- 
president; associated with New England Deaconess 
Hospital and the New England Baptist Hospital, 
where he died June 23, aged 61. 


Wood, George Carlyle ® Effingham, IIl.; Loyola 
University School of Medicine, Chicago, 1928; 
member of the American Academy of General 
Practice; veteran of World Wars I and II; county 
coroner; associated with St. Anthony Memorial 
Hospital; at one time associated with Indian Serv- 
ice; died June 25, aged 60. 


Wooldridge, Walter B., Camden, Ark. (licensed in 
Arkansas in 1903); died June 21, aged 86. 


Young, Raymond A., Tucson, Ariz.; John A. Creigh- 
ton Medical College, Omaha, 1917; died May 15, 
aged 62. 


Ziccardi, Anthony Vincent ® Camden, N. J.; Jeffer- 
son Medical College of Philadelphia, 1937; served 
a residency at the Burlington County Hospital in 
Mt. Holly, Margaret Hague Maternity Hospital in 
Jersey City, and St. Clare’s Hospital in New York 
City; veteran of World War II; specialist certified 
by the American Board of Obstetrics and Gyne- 
cology; assistant professor of clinical obstetrics and 
gynecology at his alma mater; associated with the 
Burlington County Hospital in Mount Holly and 
the Our Lady of Lourdes Hospital, where he died 
June 26, aged 47. 


| 
171 
é 


J.A.M.A., Sept. 19, 1959 


FOREIGN LETTERS 


BRAZIL 


Automatic Respirator.—An automatic respirator for 
use in anesthesia was constructed some years ago 
by Dr. Takaoka, of Sao Paulo. This apparatus is 
widely used in Brazilian hospitals with good re- 
sults. Dr. J. B. Fonseca, of the University of Curi- 
tiba, Parana, found that it provides adequate 
oxygenation. Ventilation within the physiological 
limits prevents alkalosis and acidosis. The appa- 
ratus provides adequate surgical anesthesia. Ob- 
struction in the airway is recognized immediately 
by characteristic sounds. The amount of anesthetic 
(thiobarbiturate) required is less than without 
Takaoka’s apparatus but more oxygen is used. The 
anesthetics are used in combination. The induction 
of anesthesia is simplified. The postanesthesia 
recovery of consciousness and reflex actions is 
prompt and may even occur in the operating room. 
The anesthesiologist’s attention may be directed 
to the patient’s blood pressure, pulse, and elec- 
trolyte balance, as the respirator is automatic. 


Labial Tumors.—Drs. J. A. Sobrinho and C. A. 
Saccio of Sao Paulo studied a series of 350 patients 
with tumors of the lips. Of these 273 were spindle 
cell carcinomas, 29 were basal cell carcinomas, and 
the rest were papillomas, angiosarcomas, and mixed 
types. The treatment of metastasis is preferably 
surgical. The extent of the resection must be pro- 
portional to the diameter of the tumor and _ not 
measured in centimeters. Cheiloplasty should be 
done simultaneously with the resection of the tumor 
whenever possible. For the reconstruction of the 
lip it is not advisable to use skin from the cervical 
region. The pediculate grafts must be epithelized 
in both surfaces and contain muscle. Dieffenbach’s 
operation or a modification of it results in unes- 
thetic scars because of the perpendicular crossing 
of the natural folds. Patients who have previously 
been operated on have a worse prognosis than 
those who have not. The results obtained in pa- 
tients with no evident metastases are good. 


Sterility.—Dr. Afranio de Alencar Matos (Boletim 
do Centro de Estudos do Hospital dos Servidores do 
Estado, May, 1959) stated that sterility may cause 
depression in a woman because of the repeated 
emotional trauma and marital discord. The com- 
plexity of causal factors makes diagnostic investi- 
gations difficult and expensive. Nevertheless much 


The items in these letters are contributed by regular correspondents 
in the various foreign countries. 


can be done to help some women who fail to 
conceive or have repeated abortions. This fact 
needs to be better understood by patients and 
facilities for their care should be made more 
readily available. 


CANADA 


Myocardial Nutrition and the Ivalon Sponge Oper- 
ation.—Vineberg of Montreal (Canad. M. A. J. 
80:948, 1959) described the outcome of experi- 
mental revascularization of the myocardium. In 
54 dogs (29 treated and 25 controls) myocardial 
ischemit was produced by placing constrictors 
around the origin of branches of the left coronary 
artery. The epicardium and serous pericardium 
were then removed and 1.6-mm. sheets of Ivalon 
sponge were stitched in place on the front and 
back of the heart. It was hoped that the Ivalon 
sponge sheet would be sufficiently thin to permit 
blood vessels to bridge the gap between the de- 
nuded pericardium and the heart muscle, and this 
was shown to take place. All but 2 of the control 
animals not treated by Ivalon sponge died within 
19 days, apparently from myocardial ischemia, 
while 19 of 22 animals treated with Ivalon sponge 
survived for three months or longer. In some of 
these surviving dogs histological examination of 
the heart showed development of a rich extracoro- 
nary circulation and growth of new blood vessels 
within the interstices of the sponge network. Stud- 
ies with radiopaque contrast medium and India ink 
showed penetration of these substances into the 
myocardium from the coronary arteries to numer- 
ous new vessels in the sponge. 

In 14 patients with coronary artery insufficiency, 
an Ivalon sponge operation was performed (in six 
in combination with implantation of the internal 
mammary artery into the myocardium) and the 
results were encouraging. Four patients with severe 
left ventricular failure fared well with the sponge 
operation alone. These patients were out of bed 
on the fifth postoperative day and in most cases 
were free from pain and improving steadily when 
last seen. 


Prevention of Scurvy.—Last year, reports from 
Winnipeg and Toronto revealed small epidemics 
of infantile scurvy. Grewar of Winnipeg (Canad. 
M. A. J. 80:977, 1959) reported the use of an evap- 
orated milk fortified with 5 mg. of ascorbic acid 
per fluid ounce in the prevention and cure of this 
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disease. Three consecutive patients who had infan- 
tile scurvy at the Children’s Hospital, Winnipeg, 
were treated with this formula as their only source 
of diet for three weeks. All three responded prompt- 
ly and clinical signs of recovery were supported 
by serial radiologic changes demonstrating healing 
and by a rise in ascorbic acid levels in serum from 
scorbutic levels to the normal range. Improvement 
began, on an average, after five days of this diet. 
The milk had previously been subjected to the 
adverse effects of long storage in cans at warm 
temperatures and sterilization by heat after open- 
ing the cans and mixing with water. This had not 
significantly changed the vitamin C content. Since 
this preparation will cure scurvy, Grewar suggests 
that fortification of evaporated milk with vitamin C, 
at negligible additional cost, would be a useful 
general preventive measure. 


Rupture of the Tracheobronchial Tree.—Rupture of 
the trachea and bronchi is more common than is 
generally suspected, and its cure depends on early 
diagnosis. Gagnon of Montreal (Canad. J. Surg. 
2:331, 1959) reported a series of patients with this 
accident without open injury of the skin. Com- 
plete rupture of a bronchus produces atelectasis, 
which may be preceded by pneumothorax. The 
weakest point in the tracheobronchial tree is the 
thoracic part of the trachea and the bronchi near 
the bifurcation, the extent of rupture being related 
to the pressure exerted on the respiratory tract. 
Animal experiments with increase of intrabronchial 
pressure showed that subcutaneous emphysema 
appeared with a pressure of 3 cm. Hg while a 
pressure of 12 cin. was necessary to introduce air 
into the mediastinum. 

Accidents causing a sudden rise in intrathoracic 
pressure include automobile collisions, falls from a 
great height, or glancing blows to the chest. If 
the blow exceeds a certain violence, the large 
vessels are ruptured and death is instantaneous. 
If the pulmonary parenchyma is ruptured there is 
less rapid hemorrhage. In massive subcutaneous 
emphysema, such as occurs with ruptures above 
the pleural reflection, emergency treatment is by 
decompression. When the lesion has been localized 
by endoscopy, immediate thoracotomy and suture 
are indicated. Below the point of pleural reflection, 
four types of tear are distinguished involving main, 
lobar, or segmental branches of a bronchus. When 
a main branch is ruptured, pneumothorax develops 
early and water-seal drainage is needed, with thora- 
cotomy later if the lung does not re-expand. With 
rupture of a smaller branch, pneumothorax is late 
and repair is usually spontaneous. When a self- 
limiting interlobar emphysema appears, treatment 
consists of keeping a dry airway by aspiration, 
bronchoscopy, or tracheotomy, while a tear with 
dissection into the mediastinum and late emphy- 
sema is dealt with by tracheotomy. 
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Cerebral Tumor Cells in the Blood.—Blood samples 
from the superior sagittal sinus of three patients 
with cerebral tumor were found to contain tumor 
cells (Canad. J. Surg. 2:363, 1959). In two patients, 
at operation on a glioma blood samples were taken 
after the bone flap had been turned and later in 
the operation. In both patients the second sample 
was positive for tumor cells. Tumor cells were 
also found in blood sampled at operation on a 
cerebral tumor which proved to be a bronchogenic 
carcinoma. In the two patients from whom blood 
was withdrawn from the antecubital vein, it was 
negative. 


Gradual Occlusion of Hepatic Veins.—Allen and 
King (Canad. J. Surg. 2:365, 1959) described a 
reliable and simple technique for gradual complete 
occlusion of hepatic veins in experimental animals. 
A plastic cannula of about the same bore as the 
inferior vena cava was inserted into the latter in 
dogs and pushed until its upper end was at the 
level of the diaphragm and its lower end was just 
above the renal veins. The cannula was anchored 
and left in place in order to block the hepatic 
veins. Of 20 dogs so treated 10 developed ascites 
with gross distention of the abdomen and the for- 
mation of collateral circulation in eight weeks. At 
this point the inferior vena caval pressure had 
risen from 75 mm. H:O before the operation to 
90 mm. and the portal venous pressure had risen 
from 130 to 260 mm. At autopsy, the ostia of the 
hepatic veins were found to be blocked by throm- 
bus and liver sections showed marked congestion 
in the central region of the lobule but not much 
fibrosis. Serum protein diminished with reversal of 
the albumin-globulin ratio. Sulfobromophthalein 
dye retention increased as ascites progressed. 


Coxsackie Viruses.—Coxsackie viruses have been 
active in Toronto as demonstrated by two recent 
reports. Clarke and co-workers (Canad. M. A. J. 
81:5, 1959), after mentioning that 25% of patients 
with aseptic meningitis seen of late years in To- 
ronto were due to these viruses, presented evidence 
that a 1957 outbreak was caused by a heterogenous 
group of Coxsackie and ECHO viruses. This find- 
ing was unusual for in previous experience a single 
virus strain had predominated. Some of the 51 
patients with aseptic meningitis admitted to the 
Hospital for Sick Children in 1957 had a rubelli- 
form rash, usually associated with isolation of 
ECHO virus type 9, but in addition Coxsackie 
viruses A9, B3, B5, and various unidentified strains 
were found. Serologic evidence suggested that stool 
isolates were active agents in the meningitis syn- 
drome and that the proportion of infections due to 
Coxsackie virus had fallen to 18%. 

In a report of an outbreak of epidemic myalgia 
in Toronto in July and August, 1958, Ryder and 
co-workers (Canad. J. Pub. Health 50:265, 1959) 
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reported the isolation of Coxsackie virus B5 from 
the stools of 20 of 27 patients and Coxsackie virus 
B4 from the stools of one. Antibody studies gave 
evidence of a recent infection with the homologous 
virus in 8 of 10 patients. 


Poliomyelitis—Yet another report on the efficacy 
of the Salk poliomyelitis vaccine comes from Mani- 
toba where the only serious 1958 poliomyelitis 
epidemic in Canada took place, affecting 152 per- 
sons. In all age groups, more males were affected 
than females, and the peak incidences of the dis- 
ease were in the 0 to 4 and 20 to 39 vear age 
groups. Only nine persons who had been given 
three doses of vaccine developed paralytic polio- 
myelitis whereas 77 unvaccinated persons did. 
Analysis of the proportions of vaccinated persons 
in the different age groups showed clearly a trend 
toward protection by the vaccine in all groups. It 
is noted that two patients who developed severe 
poliomyelitis after three doses of vaccine had not 
developed circulating antibodies at the time of 
onset of the disease. In the laboratory, only type 1 
poliovirus was isolated, though three patients 
showed an increase in antibodies to type 3 and 
one patient to type 2 virus. 


Surgery on Television.—At the meeting of the Gen- 
eral Council of the CMA, the most warmly de- 
bated section of the report on public relations 
concerned the showing of medical television pro- 
grams on open circuits. It was agreed that programs 
depicting operating room scenes should be con- 
trolled and that the operative technique should 
not be made the main feature of the presentation. 
Such views of the operative field as were necessary 
should be incidental to the main theme, and the 
balance of the program should feature other phases 
of medical technique in keeping with the history 
of the case concerned. The debate on this subject 
revealed a divergence of views among members of 
the council. Some members thought that many 
surgical programs now being shown on television 
were undesirable and cited incidences of neurosis 
created by watching sensational programs, while 
others believed that the problem could not be 
dealt with simply by ignoring it and that organized 
medicine had a duty to steer medical programs 
into the right channels. 


Medical Care Plans.—At this year’s meeting of the 
General Council of the Canadian Medical Asso- 
ciation (CMA), a report was discussed on the 
scope and function of Trans-Canada Medical Plans 
(TCMP), a national federation of the provincial 
physician-sponsored medical care plans. It was 
created originally by the CMA, and the relation- 
ships between organized medicine and the TCMP 
have come under close scrutiny in recent years. A 
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subcommittee of the Executive Committee of CMA 
has found a great lack of interest in prepaid medi- 
cal care throughout Canada and believes that 
physicians in general should be better informed 
on changes in the economic situation. They recom- 
mended that the CMA should provide leadership 
in interpreting the philosophy of organized medi- 
cine on medical care and should create a special 
committee on prepaid medical care to work in 
conjunction with the CMA Committee on Medical 
Economics, as well as undertaking an educational 
campaign for the membership of the association. 
For its part, the TCMP should function simply as 
a trade association for the member plans. In other 
words it should concentrate on the mechanics of 
providing prepaid medical care without developing 
philosophies. 

In the debate at which CMA Council agreed to 
these recommendations, the chairman of the com- 
mittee on medical economics warned that organ- 
ized medicine had to show that private enterprise 
could provide prepaid medical care, in view of 
the increasing acceptance of the philosophy that 
it was proper for government to provide this. One 
important problem was that section of the com- 
munity which had difficulty in obtaining prepaid 
medical care. Steps must be taken to study means 
of including them in any physician-sponsored plan. 
A few days before this debate, the Ontario Medi- 
cal Association, the most powerful division of the 
CMA, had stated emphatically that before any 
plan for providing medical care was formulated by 
the government. the medical profession should be 
consulted to make sure that the plan was realistic. 
Acceptability of the plan by the profession would 
depend on its being in the best interests of the 
patient. The medical association firmlv believed 
that, although the people in general had a right to 
say whether they wanted government to enter the 
field of prepaid medical care, the profession had 
the right to determine such matters as the stand- 
ards of care and the mode of remuneration. 


Illness as Seen by Patient and Physician.—In a med- 
ical care plan based on fee for service, the ques- 
tion of utilization is important. Even if fees for 
particular services remain constant. medical care 
plans expend increasingly larger sums nowadays 
because patients tend to use medical services more 
often than in previous years. LeRiche and Stiver 
(Canad. J. Pub. Health 50:284, 1959) attempted 
to discover roughly what proportion of all illnesses 
in various groups were seen by a physician when 
the patient was insured under a fee-for-service 
plan. They made a comparison between reported 
illness as seen by the patient and recorded in the 
Canadian Sickness Survey of 1950 and illness as 
seen by all physicians in a sample of a prepaid 
medical care plan in Ontario. 
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In the Canadian Sickness Survey, persons in 
selected households recorded over a given period 
all episodes of illness in the household, and a com- 
parison of their figures with the figures given by 
physicians in the plan showed that the disease 
categories fell roughly into three groups. There 
were conditions in which many more episodes of 
illness were reported by the patients than were 
seen by the physician. This group included infec- 
tive and parasitic diseases, diseases of the respira- 
tory system, diseases of the digestive system, iso- 
lated symptoms, senility, and ill-defined conditions. 
For example, the measles rate disclosed by the 
Sickness Survey was 39.9 per 1,000 persons, whereas 
the figure for the medical care plan was 4.7. Simi- 
larly only 3 of 20 patients with mumps appeared 
to have been seen by a physician. Physicians in 
the plan saw about one case of common cold in 
15 patients, one case of influenza in 10, and one 
case of acute pharyngitis and tonsillitis in 10 
patients. 

In a second group, there was no great difference 
between episodes reported by patients and physi- 
cians. This group included diseases of the nervous 
system and sense organs, diseases of the circulatory 
system, deliveries and complications of pregnancy 
and childbirth, diseases of bones and organs of 
movement, accidents, poisoning, and violence. 

In the third group, physicians reported more 
episodes of illness than were recorded by patients. 
These conditions were more difficult to diagnose 
in many cases and included allergic, metabolic, 
nutritional, hematological, and genitourinary dis- 
eases and neoplasms. It is clear from this compari- 
son that there were many diseases in which many 
more patients could go to a physician if they felt 
it necessary or if they had been educated to do so. 
If an increasing number of patients with such 
conditions as colds or minor attacks of influenza 
decided to visit their physicians, the increase in 
services would vastly increase the cost of the pre- 
paid plan without particular advantage to the 
patients. 


DENMARK 


Medical Practice Without Narcotics.—An anony- 
mous physician ( Ugeskrift for laeger, June 25, 1959) 
tells how he became a drug addict and lost his 
right to prescribe narcotics. In the three years since 
then he has carried on as a general practitioner 
with no falling off in the number of patients 
treated. Having to manage without such drugs as 
morphine, he has often found deep intramuscular 
injections of certain spasmolytics effective. Friendly 
fellow physicians have helped him in an emergency, 
and by the irony of fate three drug addicts, hap- 
pening to become his patients, have been weaned 
from their addiction by the advice he gave them. 
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Recognizing the need for narcotics experienced by 
patients with inoperable cancer, he has shunted 
such patients to his colleagues. At first he was em- 
barrassed by his inability to prescribe narcotics, but 
now he does not intend to reclaim this right al- 
though he has qualified to enjoy it again. 


Valvotomy for Pulmonary Stenosis.—Pulmonary 
valvotomy by closed methods, with use of knives 
and dilators introduced through the right ventricle 
or the pulmonary artery, has shown unsatisfactory 
results. Although the surgical mortality was low and 
a marked drop usually occurred in right ventricular 
pressure, the gradient over the pulmonary valve was 
rarely abolished and the pressure in the right ven- 
tricle in many patients remained excessively high 
after the operation. Open valvotomy during hypo- 
thermia has in recent years resulted in low mortal- 
itv; results have been satisfactory. E. Husfeldt (Acta 
chir. scandinav. 117:89-92, 1959) constructed special 
scissors for pulmonary valvotomy by the arterial 
route. The results were so good that no reason was 
found to use open methods. The author believed 
that to use extracorporeal circulation for pulmonary 
valvular stenosis was to expose the patient to un- 
necessary risk. Exact diagnosis was a prerequisite 
for valvotomy by a closed method since infundibu- 
lar stenosis must be approached by an open method. 
By careful cardiac catheterization and especially by 
serial films from selective cardiography the diag- 
nosis could be reliably established. A series of 57 
patients with simple pulmonary stenosis in which 
no deaths occurred was divided into three groups. 
In the first group (19 patients) a valvulotome and 
a dilator were used and, while the right ventricular 
pressure fell on an average 30%, at follow-up exami- 
nation many of the patients still had readings above 
SO mm. Hg. In this group pressure readings were 
not taken during the operation. In the second group 
(16 patients) valvotomy was likewise performed but 
the right ventricular pressure was checked during 
the operation. In these patients the mean fall in 
pressure was 36% but too many patients still showed 
right ventricular hypertension postoperatively. In 
the third group (22 patients) the specially con- 
structed scissors were used and the results were 
checked during the operation. The pressure in the 
right ventricle fell by a mean of 65% and 16 pa- 
tients had a postoperative pressure below 40 mm. 
Hg. The author believed that the secondary hyper- 
trophy would disappear when the valvular stenosis 
was eliminated. 


Chronic Constrictive Pericarditis—Hansen and 
Hansen (Acta chir. scandinav. 117:108-115, 1959) 
studied a series of 42 patients with chronic constric- 
tive pericarditis. The elapsed time from the primary 
disease to the onset of symptoms of chronic con- 
strictive pericarditis varied from 0 to 55 years in the 
19 patients of whom the authors had reliable infor- 
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mation. The most common initial symptom was dysp- 
nea on exertion. This was followed in frequency by 
precordial oppression, a feeling of abdominal heavi- 
ness, and increasing abdominal circumference. De- 
pendent edema occurred later in the course, often 
when ascites had been present for a prolonged 
period. Severe edema always developed in the late 
phases of the disease. In most patients a pericardial 
click might be heard along the left sternal margin. 
This was diagnostically significant. Electrocardiog- 
raphy was of great diagnostic significance especially 
in the differentiation from such noncardiac condi- 
tions as cirrhosis of the liver. Atrial fibrillation was 
present in about 50% of the patients. 

Cardiac catheterization yielded characteristic 
curves from both the right and the left side of the 
heart. All the curves showed that the diastolic pres- 
sure was high and that a more or less distinct pla- 
teau was present during diastole. The most con- 
spicuous hemodynamic feature was that the diastolic 
pressure was equally elevated throughout the cen- 
tral circulation. The hemodynamic changes were 
due exclusively to the unyielding pericardium, since 
a normal pressure could be restored by resection of 
the pericardium or even by removing part of it. If 
the disease left a greater or smaller part of the 
pericardium normally distensible, the area of the 
heart covered by normal pericardium was able to 
retract normally during diastole so that the diastolic 
pressure in the corresponding chamber also became 
normal. The constriction syndrome therefore does 
not develop as long as a part of the pericardium 
remains normally distensible. This is in complete 
agreement with the fact that clinical recovery and 
a return to normal of the pressure curves follow 
partial resection of the constricting pericardium. 
This contradicts the existence of a constriction syn- 
drome confined to a single chamber as a result of a 
locally changed pericardium. 


Coarctation of the Aorta.—Coarctation of the aorta 
produces symptoms in infancy in more than 50% of 
the cases. A. Gammelgaard and co-workers (Acta 
chir. scandinav, 117:137-145, 1959) reviewed a series 
of 17 infants under 12 months of age with coarcta- 
tion of the aorta. Two had postductal coarctation 
with a closed ductus without coexisting cardiac de- 
fects, while 12 infants had preductal coarctation 
associated with patent ductus arteriosus (PDA). 
About 60% had accompanying cardiac defects such 
as ventricular septal defect (VSD), atrial septal de- 
fect (ASD), and aortic stenosis. The three remaining 
patients suffered from hypoplasia and aplasia of the 
aortic arch or of the ascending aorta, accompanied 
by PDA, VSD, or ASD. Although the outlook in the 
presence of complicating cardiac anomalies and 
pulmonary hypertension was serious, it was possible 
to perform successful operations on a few of these 
patients. 
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Coarctation of the aorta associated with a PDA 
is one of the most frequent combinations of the 
group of acyanotic cardiac anomalies, but the op- 
erative risk and the result of the operation depend 
not only on the local anatomical conditions but also 
on the frequent combination with pulmonary hyper- 
tension and other congenital cardiac anomalies 
which are of decisive importance. H. Engberg and 
co-workers (Acta chir. scandinav. 117:149-155, 1959) 
found that coarctation was the most frequent com- 
plication of PDA and vice versa. They concluded 
that if the malformations could be removed com- 
pletely, the pulmonary pressure would return to 
normal or near normal. On the other hand, if an 
arteriovenous shunt or aortic coarctation persisted, 
the pulmonary hypertension usually remained un- 
changed. 


Radioactivity of Rain Water.—In a circular ad- 
dressed to all health officers, the National Health 
Service stated that since 1954 it has systematically 
examined samples of drinking water for radioactivity 
and has lately found unfiltered rain water to be 
dangerously radioactive. The international limits 
set in this respect refer to the risks following the 
prolonged, not occasional, exposure to certain lev- 
els of radioactivity. It is also comforting to know 
that wells and water works containing ground 
water with or without a mixture of effectively puri- 
fied surface water have not shown radioactive pol- 
lution. The minority of the population who depend 
on rain water for drinking supplies are warned of 
the risks of the consequences of its prolonged use 
and are advised to get it from ground water pro- 
vided by piping or carting in tanks. When this is 
not feasible, rain water needed for drinking should 
be filtered. Experience with such filtration is still 
inconclusive, though preliminary tests suggest that 
slow filtration of rain water through sand is effec- 
tive. 


Suicide Rate.—When the World Health Organiza- 
tion in 1956 published its study of suicides in differ- 
ent countries, Denmark emerged from the compari- 
son with a high rate. Karen Dreyer (The Danish 
Medical Bulletin vol. 6, May, 1959) by referring 
to records going back to 1835, has shown that Den- 
mark’s present suicide rate is but a continuation of 
a century-old phenomenon. Indeed, as far as men 
are concerned, the suicide rate is no higher now 
than it was a century ago. What is both curious 
and disquieting is the present relatively high rate 
for women. Men continue, however, to account for 
67% of all suicides. There has of late been some 
change in the methods chosen for committing sui- 
cide. Since 1941 poisoning has become less com- 
mon, whereas hanging and drowning have become 
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6.8% by firearms, 5.4% by drowning, and the rest 
by other means. Since 1941, the percentage of 
drownings in women has almost doubled, rising 
from 5.2% to 9.1%. 


Fractures of the Vertebral Bodies.—Since 1950, De- 
partment V of Copenhagen’s City Hospital has had 
a program of early active movement for patients 
with fractures of the bodies of vertebrae. Hansen 
and Villumsen (Nordisk medicin, June 4, 1959) 
made a follow-up examination of two groups of pa- 
tients representing different types of treatment. 
In the first group of 28 patients, treated between 
1942 and 1949, rest in bed lasted for 3 to 10 weeks 
(average 41 days), the immobilization thus ef- 
fected being supplemented by massage and active 
exercises. In the second group of 29 patients, treated 
between 1950 and 1953, exercises were started a 
few days after admission, the patient being encour- 
aged to extend his spine whenever possible. To 
make the comparison of the two groups as thor- 
ough as possible, the patients were classified ac- 
cording to the character of their work at the time of 
the fracture, their degree of fitness for work on 
reexamination, the duration of invalidism before 
the resumption of work, and the clinical findings at 
the reexamination. In the group with early ambu- 
lation the patient's stay in the hospital was shorter, 
his resumption of work was sooner, and stabiliza- 
tion of his spine was better than in the other group. 


Diagnostic Spine Boring.—At Department K of the 
Finsen Institute, increasing use has been made of 
spinal boring or biopsy as an aid to the diagnosis 
of obscure spinal diseases. Dr. K. S. Jorgensen 
(Ugeskrift for laeger, June 4, 1959) recommended 
this test only after ordinary clinical, radiologic, and 
laboratory .tests had failed to give the required 
information. Of the 39 patients undergoing 43 bor- 
ings, 10 were found to be suffering from tuber- 
culous osteitis and 8 from metastases. The remain- 
ing 21 had varied lesions. In 30 patients the evi- 
dence of this test proved to be correct, and in 25 
of them it was of crucial importance. In the re- 
maining nine cases the findings of the test were 
inconclusive or even misleading. The amount of 
the material obtained by boring was so small that 
it required the attention of an experienced exam- 
iner. No major disaster followed the boring in this 
series. 


Headache from Parodontitis.—In a series of 326 
patients Dr. F. Hilming (Ugeskrift for laeger, 
June 4, 1959) found various forms of headache to 
be associated with marginal parodontitis or gingi- 
vitis although many of the patients had been un- 
aware of this association. The presence of only 29 
men in this series points to the greater readiness 
of women to seek dental aid for parodontal disease. 


FOREIGN LETTERS 


171/331 


The correlation of it with headache was facilitated 
by blocking suspected areas with local anesthesia 
and noting the effect of this test on the headache. 
The execution of this test requires skill and know]- 
edge of its limitations and sources of error. A nega- 
tive test result cannot be accepted as such until all 
the possibly peccant areas have been anesthetized in 
turn. In 271 cases (83%) the patients were ren- 
dered symptom-free, in 30 (9%) they were relieved, 
and in 25 (8%) they were unaffected by treatment 
of their parodontitis. By vasodilator tests with nitro- 
glycerin and histamine it was found that headaches 
of parodontal origin were mainly of vasodilator 
character, while a few might be of muscular origin. 


Prevention of Thrombosis.—Since 1946 prevention 
of thrombosis by anticoagulant treatment and early 
ambulation has been systematically practiced at the 
Silkeborg General Hospital where Dr. ©. Christen- 
sen (Nordisk medicin, June 4, 1959) collected data 
on a series of 10,664 patients. For the series as a 
whole the thrombosis rate was 1%, whereas it was 
only 0.7% for the patients given bishydroxycou- 
marin. The thrombosis rate was up to 7.5% for the 
patients not receiving this treatment and not am- 
bulated early. Patients under 18 years of age and 
those in various other categories were excluded 
from this study. Christensen concluded that the 
fairly high prevalence of thrombosis after major 
operations despite early ambulation makes the giv- 
ing of anticoagulant therapy advisable. 


GERMANY 


Pulmonary Hyaline Membrane Syndrome.—H. K. 
Ziegler (Ztschr. Kinderh. 82:64, 1959) stated that the 
pulmonary hyaline membrane syndrome is a fre- 
quent cause of death of premature infants. A series 
of nine such infants dying between the 3rd and 
30th day of life had hyaline membranes in dissolu- 
tion and swelling of the alveolar walls of various 
degrees. Even infants with extensive hyaline mem- 
branes may show no symptoms. The decisive 
factor for the manifestation of symptoms and for 
survival is the speed of pulmonary expansion. 


BCG Vaccination.—H. Spiess Gottingen University 
(Deutsche med. Wchnschr. 84:982, 1959) stated that 
the interval between BCG vaccination and devel- 
opment of a satisfactory immunity is about six 
weeks. Everyone having been vaccinated should be 
isolated from potential sources of tuberculous in- 
fection for this period. The BCG test, unlike the 
tuberculin test, gave a positive reaction as early as 
a few days after vaccination with the usual BCG 
dose of 0.1 mg. This early reaction called for ex- 
perimental investigation of the postvaccinal, preim- 
mune phase after BCG vaccination. Tests were 
made on 70 guinea pigs, of which 20 each were 
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given a virulent infection after 9, 20, or 39 days and 
10 were controls. From the rates of survival and 
development of tuberculosis it was concluded that 
immunity is demonstrable only after more than 
three weeks after vaccination. After about 39 days 
superprotection was observable. At that time the 
tuberculin test was also positive. Thus, experimen- 
tal evidence was obtained for the recommendation 
to take special precautions to avoid exposure to 
tuberculosis infection for six weeks after BCG vac- 
cination. 


Control of Tuberculosis.—A report of the special 
features of the use of tuberculostatic drugs in the 
treatment of tuberculosis in children was published 
in the Miinchen. med. Wchnschr. (101:995, 1959). 
Patients with active tuberculosis should always re- 
ceive chemotherapeutic treatment. The maximum 
dose of isoniazid should be 10 mg. per kilogram 
of body weight daily; of streptomycin 20 to 40 mg. 
with a maximum of 1 Gm. per day; of PAS, 0.2 to 
0.3 Gm. daily; and of thiosemicarbazone, 1 to 2 
mg. daily. The duration of treatment depends on 
the type of case and the drugs singly or in com- 
bination are usually given for at least six months. 
The duration of treatment in miliary tuberculosis 
and tuberculous meningitis should be at least one 
year. The combination of isoniazid and streptomy- 
cin is preferred for early treatment. 


Prevention of Contamination of Blood.—H. Matthes 
(Deutsche med. Wchnschr. 84:483, 1959) stated 
that most cases of bacterial contamination of stored 
blood are caused by the coli group, Pseudomonas, 
or Paracolobactrum. To prevent such contamina- 
tion, various measures are necessary. The disin- 
fectant used to clean the donor's skin must be ab- 
solutely free from pathogens. Entrance of air into 
the storage bottle should be prevented and the 
opening for withdrawal should be sealed after the 
bottles have been filled with blood. It is especially 
pointed out that the bottles may contain pathogens 
even before filling because they are not kept per- 
fectly airtight during transport or storage. Matthes 
adds chloramphenicol to the blood as a preservative, 
in a concentration of 2 mg. per 100 cc. He reports 
that 25,000 blood specimens thus preserved have 
been used without causing any signs of sensitiza- 
tion. Bacteriological examination of 1,000 blood 
specimens preserved with chloramphenicol and 
stored for eight days showed complete sterility. 


Acquired Hypothyroidism.—Scharbau and Alslev 
(Medizinische Klinik, vol. 54, March, 1959) re- 
ported that systemic bone and joint diseases de- 
pending on mineral deficiencies may be due to 
either exogenous or endogenous causes. While the 
influence of the thyroid gland on the growing 
bone is well known, its influence on mature bone 
in the adult is little known. To gain information 
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concerning the possible causal relationship be- 
tween hypothyroidism and intercurrent bone and 
joint diseases, 77 adults (61 women and 16 men) 
with hypothyroidism were examined for skeletal 
changes. A comparative group comprised 151 hy- 
pertensive patients (93 women and 58 men) and 
160 patients (100 women and 60 men) with vari- 
ous internal diseases other than endocrine diseases, 
hypertension and vascular diseases, and diseases 
which were expected to be attended by bone 
changes. Diseases of bones and joints were not 
observed more frequently in patients with hypo- 
thyroidism than in those with other diseases. A 
continual increase of skeletal changes with age in 
hypothyroidai women was observed, chiefly as de- 
generative processes of the vertebral column, but 
the same observation was made in the control 
groups. No clear-cut relation between hypothyroid- 
ism and skeletal diseases was found. These findings 
seem to contradict earlier reports, but the authors 
did see isolated cases of hypothyroidism combined 
with such skeletal diseases as osteomalacia, osteo- 
porosis, and coxarthrosis. 


Oral Treatment of Diabetes.—G. Stétter ( Medizin- 
ische Klinik, vol. 54, March, 1959) stated that oral 
treatment of diabetes with sulfonylurea prepara- 
tions is contraindicated in the presence of genuine 
insulin deficiency diabetes which occurs chiefly in 
young persons, and in pregnancy. In pregnancy, 
diabetic women should always be given insulin. 
Diabetic complications do not necessarily require 
a change to insulin. The tablets do not unfavorably 
influence hypertension. Renal lesions due to the 
tablets have not been observed, but in the presence 
of renal damage retention may occur. In patients 
with renal infections carbutamide has been given as 
an antibacterial sulfonamide, but the diabetic dose 
is too low to allow successful treatment of an in- 
fection. Liver diseases are no obstacle to oral treat- 
ment of diabetes. 

In special or mixed endocrine forms of the dis- 
ease, e. g., steroid diabetes in pituitary basophil- 
ism, acromegaly, and hyperthyroidism, oral treat- 
ment is often insufficient. Prednisone or cortisone 
treatment may affect the sugar metabolism and it 
is necessary to change to insulin while treatment 
with these hormones is carried out. Adjustment to 
the tablet dose can be made in outpatients as well 
as inpatients. The initial dose is 3 Gm. of tolbuta- 
mide or 2 or 3 Gm. of carbutamide daily. Most of 
the patients have previously been maintained on 
a diet and oral treatment is instituted because 
metabolic requirements are no longer satisfied. A 
change-over to tablets should be made only when 
the metabolism has been fully compensated by in- 
sulin. 

Rigid observation of a suitable diet is indispensa- 
ble. The carbohydrate allowance should be equally 
spread over the day. The protein allowance should 
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be ample and the daily intake of fat should be 50 
to 70 Gm. Many patients who had been satisfacto- 
rily maintained on the tablets for months or even 
years suddenly failed to respond to oral treatment 
and had to be treated with insulin. Carbutamide is 
excreted very slowly and may be given therefore in 
one daily dose, but tolbutamide should be divided 


in two doses a day. 


Retention of Dead Embryo.—M. Pankow of Berlin 
(Ther. Gegenwart 98:100, 1959) treated eight pa- 
tients who had retention of a dead embryo with 5 
mg. of diethyldioxytoluylene dipropionate twice 
daily. No oxytocics or additional conservative meas- 
ures for the induction of labor were used, but the 
patients were allowed to be up and about. Spon- 
taneous expulsion was achieved in 1 to 19 days in 
six patients and the products of conception were 
expelled in toto. The duration of labor was 2 to 10 
hours and with only one exception the puerperium 
took a short and uneventful course. In two patients 
with positive Allen-Doisy test results, the treatment, 
given for 15 and 21 days respectively, was ineffec- 
tive, but the harmless medication facilitated the 
necessary operation. No side-effects were observed 
even with a dosage of 400 mg. in 14 days, given 
in another indication. Diethvldioxvtoluylene can 
hardly be expected to be effective during the first 
four weeks after the death of the embryo in pa- 
tients with placenta accreta, in those with placenta 
increta, or in those with mechanical obstruction to 
the birth canal. 


The p-Toluosulfonic Acid Test for Lupus Erythema- 
tosus.—K. Hoffmann (Arztl. Wehnschr. 14:233, 
1959) stated that the serum flocculation test with 
p-toluosulfonic acid reported to be specific for dis- 
seminated lupus erythematosus is not specific for 
this disease. A series of 638 serums of patients with 
hepatic diseases, polyarthritis, etc., but none with 
lupus erythematosus was examined by electropho- 
resis. The test was strongly positive in 15%, weakly 
positive in 9%, and negative in 76%. Statistical evi- 
dence shows that the test is positive if the gamma 
globulin level increases to above 2.2 Gm.%. 


Diabetic Coma.—H. Bartelheimer (Deutsche med. 
Wchnschr. 84:931, 1959) stated that the course of 
decompensation in diabetics which may advance 
to the stage of diabetic coma is extremely varied. 
Several forms are differentiated as a guide for its 
recognition and treatment: the dyspneic, the car- 
diovascular, the pseudoparalytic or pseudoperitoni- 
tic, and the renal. The characteristic of each form 
decides which organ system reacts most severely 
to the ketone poisoning. An overlapping of patho- 
logical deviations is frequent. It is also important 
to search for the precipitating factor. In about 50% 
of the cases this is a febrile disease. The metabolic 
derangement may also be initiated by severe dis- 
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turbances in the cerebral, coronary, or peripheral 
circulation. The tendency of the patient to reach 
the acidotic stage varies with the patient’s age and 
is more prevalent in younger patients. Coma is nev- 
ertheless more frequent in elderly persons, since 
the actual number of diabetic patients increases 
with age. Precoma, in which acidosis is less and 
sensorial dimness is absent, frequently occurs, and 
it also calls for intensive treatment. The average 
duration of diabetic disease was markedly shorter 
(4.9 years) in patients with coma than in those 
with precoma (8.3 years ). 

The chances of cure are diminished if acetonuria 
has been present for a long time. The basic prin- 
ciple in treatment is restoration of the biological 
constants. This requires continuous examination of 
the blood chemistry, not only of the sugar and ke- 
tone balance but also of the mineral balance. Insu- 
lin should be given as soon as possible. An initial 
loading dose should be followed with smaller, 
medium doses at intervals of one to two hours. If 
the patient is unconscious a continuous drip of 
physiological saline solution with 5% dextrose 
should be given intravenously. Hypoglycemia is 
to be avoided at all cost. It is also imperative to 
compensate a hypokalemia if present. This may be 
indicated by electrocardiographic changes. Re- 
peated administration of small doses of strophan- 
thin are the best protection against deterioration of 
a weakened myocardium. The complexity of ther- 
apy makes it desirable to treat these patients in 
special clinics where adequate experience is avail- 
able. Deaths from diabetic coma and, in fact, coma 
itself are preventable. 


Value of Serum Enzyme Examinations.—H. Schliif 
and co-workers (Medizinische Klinik, vol. 54, 
March, 1959) reported that the determination of 
serum enzyme changes is a valuable aid in the 
differential diagnosis of cardiac infarction and liv- 
er and blood diseases. Determination of the activity 
of the following enzymes has proved especially 
valuable in clinical practice: serum lactic acid de- 
hydrogenase (SLADG), serum glutamic acid-oxalic 
acetic acid transaminase (SGO-T), serum glutamic 
acid-pyroracemic acid transaminase (SGP-T), and 
serum aldolase. Wroblewski and co-workers were 
the first to point out that in patients with recent 
cardiac infarction SGO-T activity is increased by 
2 to 20 times about 26 hours after the acute event. 
Ladue found such an increase of activity to be 
absent in only 3 of 300 patients with cardiac in- 
farctions. Other authors confirmed these results. 
SLADG determination is also suitable for proving 
the presence of an infarct. It deserves special men- 
tion because its relative increase is usually greater 
and its decline of activity proceeds slower than 
that of SGO-T, thus permitting the detection of in- 
farctions of longer standing. 
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Estimation of serum enzyme levels thus offers 
new possibilities for diagnosing cardiac infarction if 
characteristic electrocardiographic findings are ab- 
sent and it helps to distinguish cardiac infarction 
from pulmonary embolism. To determine whether, 
and to what extent, myocardial damage accounts 
for the degree of increase of activity, the authors 
investigated the serums of patients requiring a 
cardiac operation. If, for example, a pulmonary 
stenosis is corrected through the hypertrophied 
right ventricle, much more myocardial tissue is 
lestroyed than in the case of a mitral commissurot- 
my or ligature of an open ductus arteriosus. The 
serum enzymes showed different activity peaks 
iccording to the extent of the lesion. Since the liver 
is the organ richest in enzymes, all inflammatory 
legenerative diseases of the liver parenchyma are 
ssociated with enzymatic hyperactivity. 

The increase of activity of SGO-T, SGP-T, and 
Idolase in epidemic hepatitis has been known for 
a long time. Epidemiologic studies showed that in 
particular transaminase activity is already increased 
in the incubation state, sometimes weeks before 
the occurrence of jaundice. From the onset of the 
icteric stage aldolase activity declines to normal, 
usually within the first 14 to 18 days, while trans- 
aminase values may remain elevated for several 
weeks. Recurring increases in the further course of 
the disease are early indicators of the development 
of chronic hepatitis. It is especially in this respect 
that enzyme determinations are superior to the usual 
function tests. Determination of enzyme activity 
is of special value in anicteric hepatitis, regard- 
less of its cause. Differential diagnosis of obstruc- 
tive jaundice from acute hepatitis in the early stage 
of the disease is facilitated, since in obstruction of 
the discharging biliary passages enzymes increase 
only if damage to the liver cells has already devel- 
oped 

Determination of serum enzyme activity also 
supports the differential diagnosis in blood diseases. 
Various forms of leukemia are usually associated 
with a marked increase of SLADG activity, permit- 
ting their differentiation from reactive leukocytosis. 
Pernicious anemia can be distinguished from others 
by the great increase of SLADG and serum al- 
dolase activity. In acute hemolytic syndrome the 
massive decomposition of erythrocytes results in 
marked changes of activity, while in chronic 
hemolytic anemias the enzyme pattern is unchar- 
acteristic. Determination of serum aldolase values 
has distinctly proved more reliable than of acid 
serum phosphatase values in diagnosing prostatic 
carcinoma. It is too early to say to what degree ob- 
servation of the enzyme balance during therapeutic 
measures may be indicative of their efficacy. 


Porphyria Hepatica Acuta.—M. Swarowsky of 
Zwickau (Ztschr. drztl. Fortbild. 53:361, 1959) 
treated a 26-year-old patient who had acute hered- 
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itary porphyria hepatica, characterized by a septic 
temperature, progressing paresis, abdominal cramps, 
frequent vomiting, diarrhea, severe somnolence, and 
difficulties of micturition, with chlorpromazine. 
Liver protective diet. lactoflavin, and niacin therapy 
had been unsuccessful and the patient had become 
almost moribund, but surprisingly good subjective 
and objective improvement occurred after use of 
chlorpromazine for only three days. Temperature 
and urinary function returned to normal, pain sub- 
sided, somnolence became less, the appetite im- 
proved, and the patient gained weight. After a fort- 
night the patient was symptom-free and able to 
work. A mild galactorrhea, the only side-effect from 
the chlorpromazine, disappeared when the dose 
was reduced. The patient was able to return to 


_work. When last seen he Was taking one tablet of 


reserpine (0.25 mg.) a day and was feeling well. 


Creatinine Clearance.—Schmidt and Siidhof (Med- 
izinische Klinik, vol. 54, March, 1959) reported 
that in patients with early or relapsing renal dam- 
age, the classic methods, such as nonprotein nitro- 
gen determination, concentration tests, and urinary 
sediment often fail. Clearance tests may be helpful 
in these cases. For determining the glomerular fil- 
trate a substance is required that is completely fil- 
tered off by the glomeruli and is neither degraded 
nor reabsorbed in the tubules. In 1926, Rehberg 
found creatinine to be such a substance. Popper, 
Mandel, and Mayer later improved the method of 
plasma creatinine clearance and the physiological 
plasma creatinine can now be used for the clear- 
ance test. Simplicity and ease of the method are 
special advantages. The creatinine clearance is, 
however, influenced by p-aminohippuric acid and 
depends on the urinary flow, facts which caused 
many clinicians to decline it as an endogenous 
creatinine clearance method for renal function tests. 
The authors studied 1,620 endogenous creatinine 
clearance tests to determine whether this test might 
be used routinely in suitable cases to obtain in- 
formation of renal deficiencies that could not be 
demonstrated with the usual diagnostic aids. 
Creatinine determination in plasma was made 
according to the method of Popper, Mandel, and 
Maver (clearance of the spontaneous 24-hour 
urine). In performing this test the possibility of 
errors of determination and false results due to im- 
proper collection of urine should be borne in mind. 
They can be avoided by making the determination 
at a short, constant time interval after the with- 
drawal of blood and by collecting the urine if nec- 
essary by means of an indwelling catheter. In renal 
disease endogenous creatinine clearance usually 
gives somewhat higher values than the inulin 
clearance, and the glomerular filtrate also depends 
on the patient’s age. The authors therefore consider 
90 ml. per minute the lower limit in younger sub- 
jects and 70 ml. per minute the lower limit in those 
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over 50 years of age. Since most of the 1,620 pa- 
tients examined had healthy kidneys, the values 
were within the normal range in most cases. 

With regard to the diagnostic value of endoge- 
nous creatinine clearance, especially the observation 
of a marked decrease of glomerular filtrate in nor- 
mal or only slightly elevated plasma creatinine ap- 
pears important. This condition was observed in 18 
patients. At least two severely pathological creati- 
nine clearances (below 60 ml. per minute) with 
plasma creatinine concentrations below 1.2 mg. % 
were obtained. Neither nonprotein nitrogen nor 
plasma creatinine levels showed pathological values 
until the time of renal decompensation, and the 
concentrating power of the kidneys was not mark- 
edly reduced. Endogenous creatinine clearance al- 
so gave valuable information of the degree of renal 
involvement in patients with various forms of hy- 
pertension. A special advantage of the method is 
that it puts little strain on the patient. 

The results show that endogenous creatinine 
clearance is especially indicated in patients in 
whom a manifest increase of the plasma creatinine 
level is not vet present, while it is no longer re- 
quired if the level is already significantly increased 
and severe impairment of glomerular filtration is 
suspected. From the relation between plasma creat- 
inine level and glomerular filtrate it is concluded 
that the clearance value is more conclusive in pa- 
tients with mild to moderately severe glomerular 
damage. No constant relationship between plasma 
creatinine and nonprotein nitrogen in patients with 
renal insufficiency was observed. 


Megacolon.—M. Schwaiger (Medizinische Klinik, 
vol. 54, March 1959) said that the pathogenesis of 
megacolon is not, as had been presumed, the dila- 
tation of the colon, but the innate absence of the 
intramural autonomic plexus in the rectum or sig- 
moid. That the nonfunctioning intestinal portions 
act as a stenosis and dilatation of the proximal 
parts of the colon is secondary. The fact that re- 
lapses regularly followed resection of the dilated 
parts supports this conclusion. These operations as 
well as sympathectomy in patients with this disease 
should no longer be made. 

Two methods of operation are now available. 
Rectosigmoidectomy may be performed according 
to Swenson’s technique, in which the nongangliated 
portion of the intestine is removed as far as pos- 
sible, leaving only a few centimeters above the anus 
and producing an end-to-end anastomosis. The op- 
eration is made via the abdominoperineal route. 
Injury to the pelvic nerves with resulting disturb- 
ances of potency is to be avoided. The functional 
results obtained are excellent, and the method is 
used by most surgeons. 
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The second method is that of State. In this oper- 
ation only the narrow segment in the upper part 
of the rectum is removed (abdominally). The re- 
section is extended proximally to the descent or the 
normal large intestine. The anastomosis is at the 
level of, or shortly below the plica rectouterina. 
Since the operation can be made from the abdo- 
men, the pelvic structure is maintained. This oper- 
ation is much more conservative and can be per- 
formed even on dystrophic infants. The results 
obtained are also good but it cannot yet be said 
whether relapses will be more frequent with this 
technique. Of seven patients five were operated on 
by the first and two by the second method. The 
decision of which technique to use is mainly gov- 
erned by individual factors. In some patients the 
stenosis is situated too deep to permit an abdom- 
inal operation. 


Imipramine.—I. Kunz (Arztl. Wcehnschr. 14:332, 
1959) treated 118 patients who had endogenous, 
senile, or menopausal depression with imipramine. 
Treatment was started with 2 to 4 ampuls (50 to 
100 mg.) intramuscularly daily and then changed 
to oral medication with 100 to 150 mg. a day and 
later 250 to 400 mg. according to the requirements 
of the patients. When a stabilization of the condi- 
tion had been achieved, a maintenance dose was 
established. The duration of treatment was 10 to 14 
weeks. The depressive symptoms, temper, disposi- 
tion, psychomotor activity, and thinking power im- 
proved. Patients with quiet depressive forms re- 
sponded better than those with agitated depression. 
In the latter an increase of motor unrest was some- 
times observed. The preparation was well tolerated. 
A slight hypotensive effect was observed. Allergic 
reactions were rare, chiefly transient urticaria. Some 
patients complained of perspiration, flushes, dry 
mucous membranes, bad taste in the mouth, trem- 
or, and disturbances of accommodation. Actual 
complications due to delirium were seen only in 
patients with manifest organic disease. Imipramine 
may be combined with barbiturates, opiates, phe- 
nothiazine, and reserpine. 


NORWAY 


Localized Emphysema.—Localized emphysema may 
appear as superficial emphysematous blebs, bullous 
emphysema, or congenital lobar emphysema. These 
three forms have features in common differentiat- 
ing them from other disorders of the lung such as 
bronchial cysts, but the three forms differ in clinical 
features and therapy. Axel Sanderud (Acta chir. 
scandinav. 117:1-7, 1959) reported on a series of 12 
patients. Treatment should be resection of the 
lung even if the disease is extensive and greatly 
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disables the patient. The pulmonary resection 
should be conservative, but adequate. In the pres- 
ence of dyspnea in infants, lobar emphysema should 
be borne in mind as a possible cause. Lobectomy 
should be performed as early as possible. 


Constrictive Pericarditis.—Liavaag and Sanderud 
(Acta chir. scandinav. 117:124-126, 1959) treated 
a series of 50 patients with constrictive pericarditis. 
Two periods could be distinguished as regarded 
operative technique. In the first of these, during 
which six patients were treated, an anterior flap- 
incision was used. This gave poor exposure and 
pericardectomy was consequently very limited. 
During the second period a conventional left tho- 
racic incision was used and decortication was as 
complete as possible through that incision. Six 
deaths occurred in immediate connection with the 
operation or during the postoperative course. In 
this series intrathoracic hemorrhage was more mas- 
sive than after other thoracotomies. Empyema was 
noted in one patient. Activation of tuberculosis 
was noted in another in whom renal tuberculosis 
supervened shortly after the operation. The authors 
concluded that a very limited pericardectomy gave 
poor results. Radical nericardectomy via a left tho- 
racic incision gave satisfactory clinical results. Ac- 
tive dehydration of patients prior to operation in 
order to prevent postoperative overloading of the 
heart was recommended. Chemotherapy should be 
administered in order to prevent activation of a 
latent tuberculosis. 


PORTUGAL 


Mitral Valvotomy.—Décio Ferreira and co-workers 
(J. méd., Porto 39:493, 1959) reviewed a series of 
473 mitral valvotomies. Using Harken’s classifica- 
tion they had good results in 92% in groun 2, 67.3% 
in group 3, and 48.4% in group 4. Auricular fibrilla- 
tion is not a contraindication to valvotomy but it 
does increase the patient’s risk, especially to those 
in group 4. The functional results, however, for 
the patients with sinus rhythm were better than 
for those with arrhythmia. Insufficiency of the 
right heart prior to operation, provided it is re- 
versible, does not constitute a contraindication. 
When stenosis is the predominant element in mixed 
mitral valvular disease there is no contraindication 
to operation. 

Although the degree of regurgitation is some- 
times greater than foreseen, the results were suff- 
ciently encouraging not to contraindicate operation 
in such patients. Recovery does not depend en- 
tirely on the degree of regurgitation. For anatomic 
reasons some small insufficiencies could not be 
corrected while larger ones could be completely 
repaired. When aortic stenosis is also present one 
must decide whether to attempt a double valvotomy 
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because of the great risk involved in such a pro- 
cedure. Where the mitral lesion clearly predomi- 
nates only the mitral valvotomy should be per- 
formed. Depending on the patient’s postoperative 
course one may decide whether to perform an 
aortic valvotomy. In the authors’ series only two 
stenoses recurred after valvotomy. 


Bronchopleural Fistula.—Esteves Pinto and co-work- 
ers (Médico 10:6-15, 1959) studied a series of 33 
bronchopleural fistulas that occurred in 271 pul- 
monary resections for tuberculosis (12%). Bronchial 
fistulas were more common after pleuropneumonec- 
tomy (25%) than after lobectomy with segmentary 
resection (23.8%), pneumonectomy (15%), or lobec- 
tomy (8.2%). After pure segmental resection no 
such fistulas were observed. Most of these patients 
fit in the group with advanced or far advanced 
disease as per classification of the National Tuber- 
culosis Association. The authors almost always 
found bronchial lesions (in 23 of 30 patients the 
lesions were caseous) in the bronchial stump. The 
nonspecific lesions they found in a few patients 
may represent a regressive state of a specific con- 
dition that predisposes the production of bronchial 
fistula. 


Griseofulvin.—Esteves and Neves (Jornal do méd- 
ico, Porto vol. 39, 1959) reported the results of 
the treatment of tinea capitis with griseofulvin. 
This new antibiotic was given by mouth to 14 
children with tinea capitis in doses of 1 Gm. daily 
in patients aged 2 vears or more and 0.5 Gm. in 
those under 2 years of age. All were cured clini- 
cally and mycologically after three to five weeks of 
treatment. This result persisted after one month of 
observation in 12 patients, but parasitized hairs 
were found in two children, one of whom was 
still taking the antibiotic for onychomycosis. The 
same dosage of the drug apparently cured four 
children with favus of the scalp after five weeks 
of treatment. The drug was not so effective in five 
adults who had chronic and extensive forms of 
tinea with lesions in glabrous skin, nails, and scalp. 
The fungus was not found in the scalp after four 
weeks, but there was a relapse on glabrous skin 
after 75 davs of continuous treatment. The drug 
was well tolerated by all patients. 


SPAIN 


Cytoscopy in the Diagnosis of Cervical Carcino- 
ma.—At the seventh Hispano-Portuguese Congress 
of Obstetrics and Gynecology in Valencia in May, 
E. Molinero Mercado of Santander stated that in 
the study of patients with carcinoma of the uterine 
cervix cytoscopy should always be performed. To 
differentiate between an extension of the tumor 
into the bladder and other bladder lesions the most 
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useful devices are antibiotic tests and observation 
during actinic treatment. There is no perfect cor- 
relation between cytoscopic findings and the car- 
cinomatous condition. When only nonspecific lesions 
are visible it is impossible to determine the depth 
of vesical invasion. Although vesical infiltration 
constitutes an indication for resection, a trial with 
controlled actinic treatment may be of value. The 
reactions caused by radiation, especially when oc- 
curring in a mucosa already involved, are difficult 
to interpret. 


Juvenile Metropathy.—At the same meeting C. Fer- 
nandez Ruiz of Valencia stated that the clinical 
findings of juvenile metropathy cannot be separated 
from the functional hemorrhagic changes in irregu- 
lar endometrial receptivity, maturation, and detach- 
ment and that its most adequate classification would 
be under “juvenile dysfunctional hemorrhage.” The 
concept of dysfunctional juvenile hemorrhage is 
wide and includes not only functional hypophysial- 
ovarian alterations but also vascular and myo- 
metrial factors. Neurogenic influence seems to be 
clinically manifest in many patients. It is impossible 
to establish a direct relationship between hyper- 
estrogenism and hyperplastic metropathy, although 
there is often an increase in estrogens. Dysfunctional 
hemorrhage may occur in any type of endometrium, 
but it is most frequent in the hyperplastic type. The 
hemorrhage in juvenile metropathy is variable. The 
diagnosis of juvenile dysfunctional hemorrhage im- 
plies the exclusion of local and systemic organic 
causes and can be made with certainty only after 
a histological study. Hormonal treatment of these 
patients is often unnecessary, unjustified, and dan- 
gerous. 


Irregular Desquamation of Endometrium.—At the 
same meeting E. Tamayo Cordero and F. Nogales 
Ortiz of Madrid reported that the presence of 
secretory endometrium belonging to the last men- 
strual cycle has been found in biopsy specimens 
taken between the 4th and 10th day of the new 
cycle. Some of these cases are associated with 
menorrhagia and in others there is no menstrual 
alteration. Only when secretory endometrium with 
characteristics of the fourth week in the cycle is 
associated with menorrhagia should the desquama- 
tion be considered irregular or prolonged. In a series 
of 283 unselected patients the frequency of irregular 
desquamation was 14.1%, 

In a comparative study of typical irregular des- 
quamation and simple persistence of secretory 
endometrium there was predominance of thick 
stroma in the first condition (70% of cases) and of 
edematous stroma in the second (53.5%). Of those 
with irregular desquamation 52% had lesions of the 
vascular wall. The most characteristic lesion, hyali- 
nosis, was present in 30%. In patients with irregular 
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desquamation the endometrium is subjected to slow 
but active necrosis and elimination. In cases of 
abnormal persistence of progestational activity of 
the corpus luteum, determining an irregular re- 
sponse of the endometrium to estrogenic depriva- 
tion and, possibly, to delayed restoration of the 
estrogen level, the vascular system plays a role in 
producing abnormal flow due to the lesions present 
or to some alteration of function. Simple persistence 
of secretory endometrium without menstrual dis- 
orders seems to depend on early restoration of 
estrogens. 


Functional Uterine Hemorrhage.—At the same meet- 
ing Prof. V. Salvatierra Mateu of Granada stated 
that functional hemorrhages always have a_hor- 
monal origin, due to progestational ovarian insuffi- 
ciency. In such patients there is need for an accurate 
menogram, with microscopic study of the endo- 
metrium. Hormonal preparations having a_pro- 
longed effect and new synthetic progestogens pro- 
vide a simple, effective means of maintaining 
hemostasis as well as subsequent regulation of the 
menstrual cycle. A biopsy specimen should be 
taken in all women over 40 but only for well-defined 
indications in younger women. Hysterectomy and 
intrauterine radium therapy, with use of mild rays 
or radioisotopes, have some justification in older 
patients. In young patients antifunctional treatment 
is rarely needed. Stimulating radiation of the hy- 
pophysis and ovary gives good results. In simple, 
habitual hemorrhages the preferred treatment is 
with heparin antagonists. 


a? 


—At the same meeting J. N. 
Dexeus and co-workers of Barcelona said that in 
order to have valid laboratory aids when dealing 
with isoimmunization it is necessary, besides pre- 
liminary systematic determination of maternal and 
possibly paternal Rh factor, to perform an indirect 
Coombs’ test in the Rh-negative patients. If any of 
these determinations should be omitted, it would be 
necessary to perform the direct Coombs’ test in the 
fetus. The laboratory must indicate the titer of the 
indirect Coombs’ test which, when performed early 
and periodically, gives some indication of damage 
to the fetus. In 50% of the patients the fermentation 
test preceded the albumin test. When contemplat- 
ing the interruption of pregnancy, the titration of 
antibodies, the time of their appearance, and the 
curve of increase and maximal titer must be con- 
sidered in the light of the clinical findings, fate of 
previous fetuses, and paternal genetic formula. 
When exsanguination transfusion is contemplated, 
the laboratory material (direct Coombs’ test, eryth- 
rocyte count, bilirubin level, erythroblastosis, and 
leukocyte count determinations) should be consid- 
ered as a whole and in relation to the clinical find- 
ings in the newborn infant. Direct, delayed, positive 
bilirubinemia is associated with a bad prognosis. 
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Primary Myoglobinuria. R. L. Gillett. New Eng- 
land J. Med. 260:1156-1160 (June 4) 1959 [Boston]. 


The author reports a case of primary myo- 
globinuria in a 19-year-old youth with a history of 
muscle pain, tenderness, and stiffness, together with 
the passage of dark, reddish-brown urine, occurring 
after strenuous calisthenics for one hour twice daily 
over an interval of 3 days. Physical examination 
revealed obviously swollen, hard, tender muscles of 
the upper part of the chest, shoulders, arms, and 
forearms. The temperature was 98.6 F (37 C); the 
pulse, 76; and the blood pressure, 150/88. Exami- 
nation of the blood revealed a hematocrit of 45%, a 
hemoglobin level of 14 Gm. per 100 cc., and a white 
blood cell count of 12,800 per cubic millimeter, 
with 75% neutrophils, 1% eosinophils, 2% basophils, 
and 22% lymphocytes. The guaiac reaction of the 
dark brown urine was strongly positive. Micro- 
scopic examination of the sediment revealed only 
4 or 5 red blood cells per high-power field. The 
color of the plasma was normal, but it gave a 
strongly positive guaiac reaction. 

The patient gradually improved symptomatically 
on bed rest, with gradual disappearance of the 
swelling, tenderness, and stiffness over a period of 
about 3 weeks. Repeated examination of the blood 
revealed a hematocrit of 50%, a hemoglobin level 
of 16.1 Gm. per 100 cc., and a white blood cell 
count of 6,700 per cubic millimeter, with 62% neu- 
trophils, 2% eosinophils, and 36% lymphocytes. 
Urinalysis showed the urine to be of normal color. 
The blood Kahn reaction was negative, as was the 
red blood cell fragility test. The Coombs test and 
the Donath-Landsteiner test were negative. On a 
muscle biopsy specimen obtained from the left 
triceps muscle, 2 small foci of infiltration with lym- 
phocytes and plasma cells were noted, and in some 
areas enlarged muscle nuclei were suggestive of 
recent regenerative activity. The impression was 
that the muscle biopsy specimen was abnormal but 
not diagnostic of any specific disease. 


The place of publication of the periodicals appears in brackets pre- 
ceding each abstract. 

Periodicals on file in the Library of the American Medical Association 
may be borrowed by members of the Association or its student organi- 
zation and by individuals in continental United States or Canada who 
subscribe to its scientific periodicals. Requests for periodicals should be 
addressed “Library, American Medical Association.” Periodical files 
cover 1950 to date only, and no photoduplication services are available. 
No charge is made to members, but the fee for others is 15 cents in 
stamps for each item. Only three periodicals may be borrowed at one 
time, and they must not be kept longer than five days. Periodicals pub- 
lished by the American Medical Association are not available for lending 
but can be supplied on purchase order. Reprints as a rule are the 
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Thirty-four cases of primary myoglobinuria have 
been collected from the literature. The causation 
of this condition is obscure. It has been demon- 
strated pathologically by other workers that in this 
condition there is widespread necrosis or lysis of 
striated muscle during an acute attack. With de- 
struction of muscle, myoglobin, a respiratory pig- 
ment, is released from the sarcoplasm of muscle 
and escapes into the blood stream, and thence into 
the urine. The reason for the muscle necrosis is as 
yet unknown. The following outline is suggested 
for the diagnosis: 1. The clinical picture of mus- 
cular pain, stiffness, and tenderness followed by 
the excretion of a dark-red or brown urine, with 
attacks frequently, but not always, precipitated by 
exercise. 2. The presence of urine that gives a posi- 
tive reaction with benzidine reagent usually in the 
absence of significant numbers of red blood cells, 
and of normal-colored plasma that gives a positive 
reaction with benzidine. 3. Absence of evidence of 
hemolysis by the usual laboratory test: normal 
serum bilirubin level, normal red blood ceil fragil- 
ity, normal reticulocyte count, and negative Coombs 
test. 4. Abnormal muscle biopsy. 5. Spectroscopic 
or electrophoretic demonstration of myoglobin in 
the urine. 

Treatment of primary myoglobinuria at present 
is preventive and supportive only. The prognosis 
seems relatively good in that most of the patients 
so far reported on seem to have tolerated their at- 
tacks quite well. Apparently renal cortical necrosis 
is the complication to be most feared, and because 
of this no attempt was made by the author to in- 
duce another attack in his patient, much as he 
should have liked to obtain spectroscopic or elec- 
trophoretic proof of the presence of myoglobin in 
the urine. Because of the possibility of producing 
renal injury, any attack carries the potential of be- 
ing fatal, as any transfusion reaction does. 


Wilson’s Disease, Portal Hypertension and Intra- 
hepatic Vascular Obstruction. W. J. Taylor, F. C. 
Jackson and W. N. Jensen. New England J. Med. 
260:1160-1164 (June 4) 1959 [Boston]. 


The authors studied 4 patients, between the ages 
of 28 and 29 years, with classic manifestations of 
hepatolenticular degeneration (Wilson’s disease). 
The size of the spleen was increased, and the diag- 
nosis was established by the presence in each pa- 
tient of Kayser-Fleischer rings, low serum uric acid 
levels, and hypercupremia with hypercupuria. In 3 
of these patients liver function was relatively unim- 
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paired, and manifestations, such as ascites, liver 
palms, and spider angiomas, were absent. The 4th 
patient, who subsequently died in hepatic coma, 
had severe liver disease of long duration, with 
ascites as prominent manifestation. Neurological 
symptoms and signs were present in all 4 patients 
and were relentlessly progressive in 3. The hemo- 
dynamics in the splanchnic vascular bed of these 
patients were studied by catheterization of the 
right hepatic vein, with the catheter wedged in a 
distal vein; by determination of the hepatic blood 
flow, with the catheter withdrawn into a central 
hepatic vein and with the use of Bradley’s Brom- 
sulphalein method; and by splenic-pulp puncture. 
The wedged hepatic-vein pressures were normal in 
3 patients, whereas appreciable elevations in 
splenic-pulp pressure were present in the 2 patients 
in whom this was measured. In the 3 patients with 
normal wedged hepatic-vein pressures, the rate of 
hepatic blood flow was normal, and Bromsulphalein 
clearance was only minimally impaired. In the 4th 
patient, who had an advanced degree of hepatic 
insufficiency, the wedged hepatic-vein pressure and 
the splenic-pulp pressure were essentially equiva- 
lent, and hepatic blood-flow rates and Bromsul- 
phalein clearance were greatly reduced. Spleno- 
portograms were obtained in the 2 patients with 
elevated splenic-pulp pressures and normal wedged 
hepatic-vein pressures and in the single patient 
who had increased splenic-pulp pressure and 
wedged hepatic-vein pressure. In none of them did 
the splenoportogram give evidence of extrahepatic 
portal venous obstruction, and the splenic vein was 
dilated and tortuous, with large paraesophageal 
venous channels present. In 2 of the 3 patients a 
large collateral vein coursed down the lateral ab- 
domen. 

Measurement of the splenic-pulp pressure after 
percutaneous puncture of the spleen has revealed 
that the increased size of the spleen and the eso- 
phageal varices in patients with hepatolenticular 
degeneration are associated with portal hyperten- 
sion. Since hepatic blood flow in patients with this 
disease is either normal or reduced, the observed 
portal hypertension must occur as the result of 
vascular obstruction. The extrahepatic bed in pa- 
tients with hepatolenticular degeneration is patent, 
but the wedged hepatic-vein pressure does not re- 
flect the elevated portal pressure. An adequate col- 
lateral system must be interposed between the site 
of intrahepatic obstruction and the catheter wedged 
in the hepatic vein in patients with hepatolenticular 
degeneration. It is, therefore, suggested that the 
site of vascular obstruction in these patients is at 
the presinusoidal level of intrahepatic portal circu- 
lation. A similar site of vascular obstruction may 
exist in other cases of portal hypertension in which 
extrahepatic portal block and evident intrahepatic 
lesions are not demonstrable (so-called idiopathic 
portal hypertension). 
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Chronic Cor Pulmonale in Pulmonary Tuberculosis. 
I. A. Parodi and R. P. Tamayo. Rev. mex. tuberc. 
y apar. respir. 19:516-533 (Nov.-Dec.) 1958 (In Span- 
ish) [Mexico, D. F.]. 


The frequency of cor pulmonale associated with 
pulmonary tuberculosis was studied through the 
revision of 1,632 records of autopsies which had 
been performed by the pathology department of 
the National Mexican Medical School at the Gen- 
eral Hospital of Mexico City during 1954-1957. The 
authors selected 214 cases of advanced tuberculosis 
and found that in 60 (28%) there were evidences of 
the anatomic changes characteristic of cor pul- 
monale. These 60 cases were classified into 3 
groups: 28 cases with right ventricular dilatation, 
18 with right ventricular hypertrophy, and 14 with 
both dilatation and hypertrophy; they represented 
44 men, whose mean age at death had been 38 
years, and 16 women, whose mean age had been 
29 years. In the entire series of 214 cases, 57 pa- 
tients had received specific antituberculosis treat- 
ment for at least 3 months; among these there were 
14 (25.5%) with emphysema. Among the 157 un- 
treated patients, 23 (14.6%) had emphysema. Pleural 
adhesions were present in 70 (45.4%) of the 154 
cases without, and in 28 (46.6%) of the 60 cases 
with, cor pulmonale. In 24 cases with cardiac in- 
sufficiency, the weight of the heart was 313 Gm., 
and the thickness of the right ventricular wall was 
0.5 cm. In 36 cases without cardiac insufficiency, 
these measurements were, respectively, 268 Gm. 
and 0.4 cm. 

As the extent of the tuberculous alterations 
varied with the individual cases, it is suggested 
that additional factors associated with pulmonary 
tuberculosis may play a role in producing cor pul- 
monale. In this connection, specific antituberculosis 
treatment and emphysema seem to be correlated. 
It is concluded that advanced, bilateral tubercu- 
losis, with cavitations and bronchogenic or miliary 
dissemination, is the type most frequently asso- 
ciated with cor pulmonale. Pleural alterations play 
a role, producing obstruction of pulmonary circu- 
lation only when they are extensive and chronic, 
us in patients with empyema. The greater frequency 
of cor pulmonale in patients receiving specific treat- 
ment for tuberculosis may be due to emphysema 
caused by interstitial fibrosis. The frequency of 
cardiac insufficiency is in direct proportion to the 
increase in weight of the heart. 


Congenital Factor VII Deficiency: Haematological 
and Genetic Aspects. F. E. Dische and V. Benfield. 
Acta haemat. 21:257-271 (May) 1959 (In English) 
[Basel, Switzerland]. 


Factor VII (also known as serum prothrombin 
conversion accelerator, stable factor, or procon- 
vertin) is one of several “new” blood clotting factors 
discovered during recent years. This substance, 


59 
171 


180/340 


which occurs in normal serum, is capable of ac- 
celerating the activation by tissue extracts of 
prothrombin in recalcified plasma. Administration 
of Dicumarol causes a lowering of its level in the 
blood. Congenital deficiency of factor VII has been 
described; it causes a hemorrhagic diathesis whose 
symptoms include bleeding from mucous surfaces, 
prolonged bleeding after trauma such as tooth ex- 
traction, and hematomas and hemarthroses similar 
to those encountered in hemophilia. The essential 
abnormality in laboratory tests is a prolonged one- 
stage prothrombin time, which can be corrected by 
the addition to the patient’s plasma of normal 
serum; most of the other routine investigations, 
including the thromboplastin generation test, give 
normal results. The symptoms of congenital factor 
VII deficiency generally appear in infancy or child- 
hood, and clotting abnormalities have usually been 
detectable in the patient’s relatives. The condition 
almost certainly has a genetic basis. 

The authors report observations on a family in 
which a deficiency of factor VII was discovered. 
The study of this family and an analysis of pre- 
viously published cases of factor VII deficiency 
convinced them that congenital factor VII de- 
ficiency is an hereditary disorder and is due to an 
autosomal gene of intermediate expression and high 
penetrance. Severe deficiency, with a greatly pro- 
longed one-stage prothrombin time, is due to the 
homozygous state for the abnormal gene, and lesser 
degrees of deficiency to the heterozygous. state. 
Mild deficiency is probably not uncommon and is 
usually unaccompanied by symptoms of bleeding. 
It causes only slight prolongation of the one-stage 
prothrombin time, and it is best demonstrated by 
specific assay methods. 


Hodgkin’s Disease of the Small Intestine: Report 
of Six Cases. N. Cohen and J. W. Canter. Am. J. 
Digest. Dis 4:361-377 (May) 1959 [New York]. 


The concept of primary Hodgkin's disease of the 
small intestine has been questioned, but since the 
small intestine contains lymphoid tissue, it is con- 
ceivable that this form of lymphoma could begin 
there. The authors reviewed the records of 6 pa- 
tients with Hodgkin's disease apparently originating 
in the smal] intestine, who were examined during 
the period from 1935 to 1957 at the Mount Sinai 
Hospital in New York. Five of the 6 patients were 
women, thus demonstrating a female preponder- 
ance as opposed to the usually reported male pre- 
ponderance. The 6 patients demonstrated many of 
the clinical features that are usually associated with 
this disease. Abdominal pain and weight loss were 
present in each case. The most striking aspect was 
that all the patients exhibited intestinal obstruction 
or perforation of the small intestine at some time 
during their course. Five of the 6 patients pre- 
sented more than one lesion, and, contrary to the 
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usual experience, the ileum was as frequently in- 
volved as the jejunum. Duodenal involvement was 
not found in this series. Laboratory studies were 
frequently helpful, anemia being found in 4 of the 
patients. In view of the various acute processes, it 
was striking that a white blood cell count above 
10,000 per cubic millimeter was never found. A 
mild lymphopenia was common, and each patient 
presented an eosinophil count of 3% or more on at 
least one occasion. Abnormalities were found in 5 
patients who had small intestine barium examina- 
tion. Because of the high incidence of obstruction 
and/or perforation, surgery, followed by irradiation 
therapy, is considered the treatment of choice. 


Hemophilia B (PTC Deficiency, or Christmas Dis- 
ease). A. J. Quick and C. V. Hussey. A. M. A. Arch. 
Int. Med. 103:762-775 (May) 1959 [Chicago]. 


It was demonstrated in 1947 by the thrombo- 
plastin consumption test that thromboplastin does 
not exist in the blood either free or in a precursor 
state, but that it is formed as the result of an inter- 
action between a platelet factor and what was as- 
sumed to be a single plasma constituent which was 
lacking in hemophilia. Later Schulman and Smith 
reported a patient whose clinical condition was 
indistinguishable from hemophilia, but whose de- 
fective prothrombin-consumption time was _ cor- 
rected by plasma from a known hemophiliac. They 
concluded that their patient lacked a plasma factor 
different from thromboplastinogen, the agent de- 
ficient in hemophilia, but which was equally 
essential for the formation of plasma _thrombo- 
plastin. No specific name other than X was given 
to this new factor, but other investigators later 
designated this factor as plasma thromboplastin 
component (PTC). The development of several tests 
for differentiating the hemophilic group of diseases 
in the laboratory of the authors led to an extensive 
investigation of PTC deficiency, also known as 
hemophilia B or Christmas disease. 

The authors present in tabulated form a sum- 
mary of the laboratory studies and of important 
clinical findings in 24 patients with this disease. 
Case histories are presented of a number of selected 
patients. The cases ranged from the severe to the 
very mild. Observations confirmed the reports of 
other investigators that the disease closely resem- 
bles classical hemophilia in its clinical manifesta- 
tions and in its hereditary pattern. Both forms are 
transmitted as sex-linked recessives. The disease 
appears to be somewhat less severe and disabling 
than true hemophilia. The treatment for both dis- 
eases is the same. Fresh or fresh-frozen plasma has 
been found to be the most reliable agent to correct 
the coagulation defect temporarily. The ratio of 
hemophilia B to classical! hemophilia in this as in 
other reports was found to be approximately 1:5. 
The factor which corrects the clotting defect of 
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hemophilia B in a test tube is abundantly present 
in aged normal serum but is absent in fresh normal 
plasma. This suggests that the factor lacking in 
hemophilia B is present in an inactive state in 
normal plasma. The consumption of prothrombin 
of native platelet-poor hemophilia B plasma is com- 
pletely corrected by the addition of aged serum 
and an extract of erythrocytes, whereas true hemo- 
philic plasma is not, which constitutes a basic 
means for differentiating the 2 diseases. The throm- 
boplastin-generation test of Biggs and Douglas 
likewise is useful in the differential diagnosis of 
the 2 hemophilic states. It was not found possible 
to estimate PTC quantitatively. 


Clinical and Haematological Aspects of Macro- 
globulinaemia Waldenstrém. J. W. Imhof, H. Baars 
and M. C. Verloop. Acta med. scandinav. 163:349- 
366 (no. 5) 1959 (In English) [Stockholm]. 


A pathological globulin fraction of high molecu- 
lar weight was first described by Waldenstrém 
in 1944 in the blood of 3 patients. These pathologi- 
cal globulins were called “macroglobulins,” and the 
disease in which they occur has since then been 
known as Waldenstrém’s macroglobulinemia. The 
authors discuss the clinical and hematological pic- 
ture of Waldenstrém’s macroglobulinemia on the 
basis of 107 cases reported in the literature and of 
7 of their own observation. The disease occurs 
chiefly in older men; among the cases reported in 
the literature, the male/female sex ratio was 68/39, 
and all but 23 of the 107 patients were over 50 
years of age. Of the 7 patients whose histories are 
presented, 5 were males. The disease took a chronic 
course; death within 2 years of the onset of symp- 
toms was rare. The clinical picture was not typical. 
General malaise, with fatigue and weakness, was 
a complaint in 61%. Anemia was present in 81%. 
Hemorrhagic diathesis existed in 62%, but it varied 
in severity from an occasional unimportant epistaxis 
to life-threatening massive bleeding. Hemorrhages 
from the nasal mucosa were most frequent (41%); 
they were followed, in order of frequency, by 
gingival, retinal, and cutaneous hemorrhages. The 
large number of patients with fundus hemorrhages 
(24%) was a striking feature. Because swelling of 
the lymph nodes and hepatosplenomegaly occurred 
in about half the cases of Waldenstr6ém’s macro- 
globulinemia, differentiation from chronic lym- 
phatic leukemia may prove difficult. 

The cause of the anemia in macroglobulinemia 
differed from case to case. It was normochromic in 
the majority of cases, in some cases hypochromic, 
but rarely hyperchromic. A disturbed erythropoiesis 
and loss of blood due to the hemorrhagic diathesis 
are important factors. In 6 patients described in 
the literature, and in 2 of the 7 patients presented, 
there existed an abnormal hemolysis. The number 
of white blood cells was usually normal. A relative 
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lymphocytosis often existed. In the bone marrow 
an increase of lymphatic cells was often to be 
found. In 9 patients described in the literature, a 
pancytopenia occurred; this was also found in 1 of 
the 7 patients. In 33 cases a thrombocytopenia 
could be held responsible for the hemorrhagic 
diathesis. The various theories advanced to explain 
the hemorrhagic diathesis in macroglobulinemia 
are discussed. 


The Diarrhea of Travelers: II. Bacteriologic Studies 
of U. S. Students in Mexico. G. Varela, B. H. Kean, 
E. L. Barrett and C. J. Keegan. Am. J. Trop. Med. 
§:353-357 (May) 1959 [Baltimore]. 


The diarrhea of travelers has been the subject 
of more speculation than investigation. This study 
was designed to determine if any of the entero- 
pathogenic bacteria were responsible for the clinical 
syndrome. It was decided to culture stools of trav- 
elers before, during, and after their attacks of 
diarrhea. Mexico City was chosen as the site for 
these investigations, because previous work had indi- 
cated that at least 35% of tourists became ill within 
a fortnight of arrival, and because of the bacteri- 
ological facilities available. A. total of 74 students, 
recently arrived in Mexico from the United States, 
were asked to provide a stool specimen for 14 con- 
secutive days; 62 cooperated. Of the 62 students 
completing the 14-day period, 23 were males and 
39 were females. The students had been in Mexico 
from 1 to 11 days before providing their first speci- 
men; the average was 3 days, the median being 2 
to 3 days. All were given a placebo twice daily as 
part of another experiment and to insure their 
avoidance of other drugs. 

Twenty-seven of the students became ill with 
diarrhea, and 35 remained well during the period 
of observation. Of the 27 students who contracted 
diarrhea, 6 had no bacterial pathogens at any time 
during the 2-week period of study, whereas of the 
35 well students, 19 had no pathogens. However, 
during the period of diarrhea 18, or two-thirds, had 
no pathogens in the stool, whereas in the control 
group pathogens were cultured in 16 of the 35 at 
least once during the 2-week period. There was a 
higher incidence of Escherichia coli enteropath- 
ogens among those who contracted diarrhea than 
among those who did not. The difference in appear- 
ance of Klebsiella and Paracolobactrum organisms, 
as between those who were well and those who 
were sick, was not great enough to warrant any 
conclusion as to their relationship to diarrhea, al- 
though it is possible that in individual cases they 
may have been the responsible pathogens. It may 
be significant, however, that of the 9 severe cases, 
8 had E. coli enteropathogens or Klebsiella or Para- 
colobactrum organisms at one time in the stools. 
The absence of Salmonella and Shigella organisms, 
which had been thought to be among the major 
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causes of tourists’ diarrhea, is noteworthy. Although 
the bacteria considered by definition to be patho- 
genic were found more often in those with diarrhea 
than in those who remained well, a definite causal 
relationship was not established. It is possible that 
bacterial enteropathogens may appear in greater 
numbers and variety in individuals who develop 
diarrhea from other causes, e. g., viruses or Staphy- 
lococcus toxin. 


Nitrogen Mustards, Triethylene Thiophosphora- 
mide, Triethylene Melamine, and Aminopterin in 
the Treatment of Advanced Cancer. R. Grinberg. 
Rev. Asoc. méd. argent. 73:130-136 (April) 1959 (In 
Spanish) [Buenos Aires]. 


Palliative chemotherapy was administered to 45 
patients with advanced neoplasia, a single drug 
being used in 19 patients and combined drugs in 
26. The drugs used were nitrogen mustard, nitro- 
gen mustard oxide, triethylene melamine (TEM), 
triethylene thiophosphoramide (thio-TEPA), and 
aminopterin (AP). When only one drug was used, 
it was administered in the standard dose; when 
more than one was used, the standard dose was 
reduced by one-half, one-third, or one-fourth ac- 
cording to the number of drugs combined. The 45 
cases reported by the author included gastro- 
intestinal tumors in 14 patients, gynecologic tumors 
in 8, mammary tumors in 8, pulmonary tumors in 
9, and miscellaneous tumors in 6. Nitrogen mustard 
alone was given to 3 patients, nitrogen mustard 
oxide alone to 17, and thio-TEPA alone to 1. The 
remaining patients received different combinations 
of drugs. 

The treatment was generally well tolerated. The 
subjective symptoms caused by injections of nitro- 
gen mustard and nitrogen mustard oxide were not 
produced when TEM, thio-TEPA, or AP were 
added. There were remissions in 7 of the 19 patients 
treated with a single drug and in 5 of the 26 pa- 
tients treated with combined drugs. The remissions 
occurred in 4 of the gastrointestinal tumors, in 5 of 
the gynecologic tumors, in 1 of the pulmonary 
tumors, in 1 of the mammary tumors, and in 1 
(bladder cancer) in the miscellaneous group. Radio- 
therapy was applied at the same time as chemother- 
apy, with different results in different individuals. 
Good or bad response to radiation did not constitute 
an index of the response to chemotherapy. Eighteen 
patients died within 3 months from the start of the 
treatment. Among the 27 who survived from 4 to 
30 months, 12 experienced remissions. The longest 
survivals were 30 months among those who had 
had remissions and 11 months among those whose 
disease had advanced continuously. 

In no case of failure with the one-drug therapy 
did subsequent combined therapy bring any im- 
provement. The results of the palliative treatment 
were not conclusive. Studies in search for new 
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effective combinations of chemotherapeutic agents 
must continue for treatment of advanced malignant 
tumors. 


An Evaluation of Intermittent Peritoneal Lavage. 
P. D. Doolan, W. P. Murphy Jr., R. A. Wiggins and 
others. Am. J. Med. 26:831-844 (June) 1959 [New 
York] 


The authors report on 6 male patients, between 
the ages of 8 and 61 years, and 4 female patients, 
between the ages of 8 and 27 years, with acute or 
chronic renal disease in whom intermittent perito- 
neal lavage was used for periods varying from 3 to 
27 days. Of the 10 patients, 5 had acute suppression 
of urine, 2 had acute glomerulonephritis, and 3 had 
chronic renal insufficiency. The smallest number of 
lavages performed in an individual patient was 10, 
and the largest, 53. The lavage solution is prepared 
simply by infusing 1 liter each of 5% dextrose in 
sodium chloride solution, 5% dextrose in water, and 
normal sodium ohloride solution to which 2 ampuls 
of sodium bicarbonate have been added. The solu- 
tions are available in all hospitals. Mixing occurs 
within the peritoneal cavity, and after a 2-hour 
period the lavage solution is drained off through 
the same tube used for instillation. A new intra- 
peritoneal tube has been developed which does not 
kink or become obstructed by the omentum. With 
the use of this tube the reliability of the procedure 
was greatly improved. 

In one patient with advanced uremia and potas- 
sium intoxication and in 2 patients with refractory 
pulmonary edema, intermittent peritoneal lavage 
was considered lifesaving. In all the patients it 
proved to be a simple and effective means of ameli- 
orating the clinical and biochemical manifestations 
of uremia. Overhydration was not observed, and if 
due precaution has been taken in the fluid balance 
program, this complication can be avoided. The 
most troublesome complication was obstruction of 
the plastic tubes used in the early experience. This 
problem has been minimized by the use of the 
newly developed peritoneal tubes. The lavage was 
usually accomplished with the patient experiencing 
no more than a sense of fulness or mild discomfort. 
Occasionally a patient complained of pain. Severe 
pain might be caused by overdistention of the 
peritoneal cavity, extravasation of fluid into the 
tissues, or the presence of peritonitis. 

The most serious complications were isolation of 
bacteria from the dialysate in 5 of the 10 patients 
and the development of fibrinopurulent peritonitis 
in an additional patient in whom only one “ques- 
tionable” culture was obtained. Contamination, 
therefore, appears to be more frequent than is gen- 
erally appreciated. The presence of bacteria, how- 
ever, does not indicate the inevitable development 
of peritonitis, and with due precautions this serious 
complication should be avoided. In general terms, 


195 
Vv. 1 


171 


Vol. 171, No. 3 


hemodialysis with the use of the artificial kidney 
is much faster, and intermittent peritoneal lavage 
is much simpler. Both procedures are clinically 
effective, and the desirability of having mere than 
one therapeutic modality available is obvious. 


Metabolic Alterations During Hemodialysis with 
the Disposable Coil Artificial Kidney. G. D. Lubash, 
B. D. Cohen, W. S. Braveman and others. Am. J. 
Med. 26:845-852 (June) 1959 [New York]. 


The authors report on 50 patients with acute and 
chronic renal disease, on whom hemodialyses were 
performed with the aid of the disposable coil arti- 
ficial kidney. The initial blood urea nitrogen levels 
ranged from 50 to 345 mg. per 100 cc. In the 37 
patients in whom the urea nitrogen level was avail- 
able after hemodialysis, this level had been lowered 
by 16 to 237 mg. per 100 cc. The final blood urea 
nitrogen values for the entire series ranged from 
23 to 158 mg. per 100 cc. 

Hyponatremia, hypochloremia, hyperpotassemia, 
hyperosmolality, and acidosis were frequently pres- 
ent in the patients before dialysis was performed. 
The range of potassium plasma concentrations be- 
fore the dialysis was 3 to 7.7 mEq. per liter. At the 
end of the dialysis the plasma potassium concentra- 


tions ranged from 2.3 to 5.9 mEq. per liter. It is as- . 


sumed that concentrations of extracellular and bath 
ions move toward equilibrium, depending exclu- 
sively on the exchange gradients across the coil 
membrane. The concentration of extracellular po- 
tassium, however, depends to some degree on ex- 
change gradients across the cellular membranes. 
Plasma sodium concentrations before the dialysis 
ranged from 105 to 150 mEq. per liter. During 
dialysis, the plasma sodium concentration rose 
toward normal levels, most of the rise occurring in 
the first 4 hours. After dialysis, plasma sodium con- 
centrations ranged from 126 to 152 mEq. per liter. 
The range of plasma chloride concentrations before 
the dialysis was 77 to 109 mEq. per liter. After 
dialysis the plasma concentration ranged from 92 
to 113 mEq. per liter. The plasma osmolality before 
the dialysis ranged from 255 to 418 mOsm. per liter. 
The osmolality fell progressively during dialysis in 
those patients with initial elevation, mainly due to 
the clearance of urea. The greatest change occured 
early in the procedure in most patients. 

Changes in plasma volume and red blood cell 
mass were determined by measurement of blood 
volume, arterial hematocrit, and body weight before 
and after dialysis. Blood volume results were avail- 
able in 28 patients. In 19 of these patients the 
plasma volume was expanded by more than 400 cc., 
and in 7 it was within normal limits before the 
dialysis. After dialysis the plasma volume was re- 
duced by 400 cc. or more in 19 patients, but of 
these, plasma volume had previously been within 
normal limits in 4. There was no change in plasma 
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volume in 7 patients. Red blood cell volume was 
decreased initially in 20 patients and was normal 
in 8. In 11 patients the red blood cell volume, which 
had been low initially, increased by 200 cc. or more 
after dialysis. There were no significant changes 
during dialysis in 14 patients. All but 2 of these 28 
patients showed a rise in hematocrit during dialysis. 
Only 3 of 40 patients gained weight (water) after 
dialysis. The remainder lost from 0.2 to 7 kg. (% to 
15% lb.). The average change was a loss of 1.7 kg. 
(4 Ib.) 

These data illustrate the magnitude of change in 
body water, electrolytes, and urea during dialysis 
with the artificial kidney. Hemodialysis with the 
artificial kidney is a useful procedure in the cor- 
rection of various electrolyte and fluid abnormali- 
ties in the uremic syndrome. Dialysis may achieve 
striking electrolyte concentrations and fluid volume 
correction in a period of a few hours; additional 
correction or depletion of intracellular ion concen- 
tration may be accomplished by dialysis for longer 
periods. Overhydration may be corrected during 
hemodialysis, but excessive dehydration may be in- 
duced and this can cause further renal impairment. 
Dialysis for 6 hours, with bath changes every 2 
hours, appears to be the optimal procedure. 


The Clinical Course of Regional Ileitis. S. G. 
Meyers, P. E. Ruble and L. Byron. Am. J. Digest. 
Dis. 4:341-351 (May) 1959 [New York]. 


The authors reviewed the records of 100 patients 
with regional ileitis, who were seen at Harper 
Hospital in Detroit from 1932 to 1958. Eighty-nine 
of the patients were followed up for from 5 to 25 
years. Regional ileitis has important connotations 
in that it is infrequent among Negroes and is more 
frequent among Jews than among other groups. 
The clinical course is that observed in the average 
run of cases where there is no concentration of 
seriously ill patients. Striking clinical phenomena 
include an onset as fever of undetermined origin, 
the sprue syndrome, and obstruction precipitated 
by foreign body. Four patients in this series had 
gross intestinal hemorrhage, and 6 had associated 
chronic ulcerative colitis. In 2 of the patients cir- 
rhosis of the liver developed 6 and 8 years after 
recognition of the disease. No patients with malig- 
nancy in association with regional ileitis were 
found. Clinical diagnosis was substantiated by 
tissue diagnosis in 64 of the 100 patients; the con- 
dition of 21 patients was diagnosed by laparotomy 
without removal of tissue; in the remaining 15 pa- 
tients the diagnosis was established by clinical and 
x-ray findings. Of 28 patients who received medical 
treatment, 20 were well at follow-up, 5 were in 
poor condition, and 3 had died. Thus, medical 
treatment should be persisted in if no complications 
are evident. 
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Surgery is indicated in patients with incomplete 
obstruction, abscess and fistula formation, and in- 
tractability characterized by severe diarrhea, at- 
tacks of pyrexia, malnutrition, and anemia. It is 
possible to carry some of these patients on medical 
treatment for a long time before it is necessary to 
operate because of obstructive symptoms. Thus, 
medical and surgical treatment are not competitive 
but supplementary. Sixty-two patients in this series 
underwent resection without any operative mor- 
tality. There was recurrence of the disease in 11 
patients, but surgery resulted in long periods of 
palliation or arrest in 34 patients and a fairly satis- 
factory course in 14. Thus, the majority of the re- 
sected group had good results, which suggests that 
the present-day pessimistic view of the benefits of 
surgery in regional ileitis is unwarranted. 


SURGERY 


“Myxoma” of the Left Atrium Simulating Pure 
Mitral Insufficiency: Report of a Case with Success- 
ful Removal. G. J. Wittenstein, J. B. Grow, M. S. 
Hoffman and others. Surgery 45:981-991 (June) 
1959 [St. Louis]. 


As far as the authors were able to ascertain, 8 
myxomas of the left atrium have been successfully 
removed. In almost all of the more than 150 re- 
ported cases of myxoma of the left atrium, the 
tumors simulated mitral stenosis, although in a few 
instances there appeared to be a combination of 
mitral stenosis and mitral insufficiency. The case 
presented here was of particular significance, be- 
cause it closely mimicked pure mitral insufficiency. 
The patient was a 22-year-old man. After various 
examinations, including fluoroscopy and combined 
right and left heart catheterization, the conclusion 
was that the high mean left atrial pressure showed 
an obstruction at the level of the mitral valve, and 
from the atrial pressure tracing there was clear 
evidence that this obstruction was due to mitral 
insufficiency. There was no sign of mitral stenosis. 
Also, the rather high pulmonary hypertension could 
be explained on this basis. The impression was that 
mitral insufficiency with secondary pulmonary hy- 
pertension was present. It was decided that the 
mitral insufficiency should be repaired by the 
Lillehei modification of the Nichols plication. A 
large myxomatous mass was discovered filling most 
of the left atrium and extending through the mitral 
valve orifice into the left ventricle. It was extracted 
with some difficulty. The mass was attached to the 
posterolateral wall of the atrium. The base, which 
measured about 2 cm. in diameter, was cut off with 
scissors. The mitral valve was inspected. There was 
no concomitant stenosis. 

The specimen consisted of 2 oval, dark red-tan, 
shiny masses, measuring 10 by 7.5 by 5 cm. and 4 
by 4 by 3 cm., respectively, and weighing 158 Gm. 
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The gross and histological features of this lesion 
were those which have been described as charac- 
teristic of cardiac myxomas. Whether such polypoid 
intracardiac masses are tumors or thrombi has been 
debated since their discovery. Most authors have 
accepted the theory of a neoplastic origin, but in 
the patient under consideration the evidence of 
neoplasia was not convincing. The authors consider 
the lesion as a peculiar form of reaction and throm- 
bosis which is probably based on a hamartomatous 
endocardial rest. 

Although the symptoms of myxoma of the left 
atrium may resemble those of mitral stenosis, there 
are certain distinguishing features, such as change 
in symptoms with change in body position; fre- 
quent attacks of Stokes-Adams syncope, usually 
brought on by change in body position; preference 
of the patient for certain body positions; intermit- 
tent febrile episodes and petechiae; relentlessly 
progressive right heart failure not responding to 
digitalis and diuretics; roentgenologic and ausculta- 
tory findings of mitral stenosis, sometimes associ- 
ated with mitral insufficiency; changing cardiac 
murmurs with change in body position, and on 
repeated examinations over a period of time; low 
blood pressure and pulse pressure, frequently 
associated with cyanosis of the extremities; and, 
terminally, intractable pulmonary edema and pe- 
ripheral circulatory collapse. These features can be 
explained by the pathological changes present in 
myxoma of the left atrium, namely: (1) obstruction 
of left atrial flow, (2) left atrial enlargement, (3) de- 
creased left ventricular output, (4) increased pulmo- 
nary volume and pressure, and (5) right ventricular 
enlargement. The only possible way to arrive at an 
accurate ante-mortem diagnosis is by left cardio- 
angiography. 


Right Atrial Myxoma. M. S. Belle. Circulation 
19:910-917 (June) 1959 [New York]. 


The author describes the history of a 43-year-old 
woman who had myxoma of the right atrium. On 
the basis of this case and of a review of 6 other 
previously published cases, he discusses the physi- 
ological, surgical, and angiocardiographic aspects 
of this condition. Since atrial myxomas can now be 
removed, it is important to diagnose the lesion cor- 
rectly, so that an otherwise fatal condition may be 
corrected and the patient restored to health. The 
author lists the following findings as indicative of 
a diagnosis of myxoma of the right atrium: right- 
sided heart failure; intracardiac calcification on the 
right side; enlargement of the right ventricle and 
right atrium; electrocardiographic findings of a 
prominent P wave and low voltage over the right 
precordium, simulating that found in Ebstein’s 
anomaly (downward displacement of tricuspid 
valve), and marked variation in heart rate not re- 
lated to any physiological event or change in 
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rhythm; use of intracavitary electrode catheter to 
rule out Ebstein’s anomaly; and, finally, analysis of 
the right atrial pressure curve which may lead one 
to suspect that other than valvular stenosis is pres- 
ent. Angiocardiography gives a definitive diagnosis. 
If surgical intervention is contemplated, open-heart 
operation with a pump oxygenator and artificially 
stopped heart seems to be the method of choice. 


Postoperative Complications in Pulmonary Resec- 
tions for Tuberculosis. C. Frazatto Jr., A. Baptista 
Cauduro and L. Barbosa Prata. Rev. paulista med. 
54:253-266 (April) 1959 (In Portuguese) [Sao Paulo, 
Brazil]. 


Complications following pulmonary resection for 
tuberculosis are the most frequent postoperative 
problems in thoracic surgery, being even more fre- 
quent than in resection for pulmonary suppuration 
and tumors. The 31 patients reported were operated 
on between 1953 and 1958. All except one received 
preoperative treatment. Types of resection were: 
pneumectomy, 10; lobectomy, 17; and lobectomy 
and segmental resection, 5; one patient underwent 
2 resections. Postoperative care included antibiotic 
therapy, sedation, early ambulation, oral hydration, 
and specific treatment for tuberculosis. Twenty-two 
cases (or about 71%) presented complications. There 
were 2 cases of general reactivation and 54 specific 
complications, as follows: bronchial fistulas, 8; 
empyema, 8; residual cavity, 10; atelectasis and 
bronchial secretion, 2; hemothorax and_ pleural 
hemorrhage, 3; insufficiency of respiration, 2; car- 
diac insufficiency, 2; subcutaneous emphysema, 2; 
shock, 4; pulmonary suppuration, 9; and_ total 
dehiscence, 2. Twenty-one subjects (67.7%) recov- 
ered, but tuberculosis persisted in 2 cases. Of the 
§ patients (25.8%) who died, one was an operative 
mortality, and the other 7 died within 30 days. 
Comparison of incidence of fistulas in pulmonary 
resection for tuberculosis with incidence in other 
pulmonary resections for other pulmonary diseases 
showed close correlation between tuberculosis and 
bronchial fistula. Pheumegfomy was found to in- 
volve grave surgical risk, with 6 fatalities out of 
10 cases. Clinical control of tuberculosis, together 
with preoperative and postoperative antibiotic 
therapy, decreases incidence of complications and 
allows bolder surgical intervention. 


Cor Triatriatum (Stenosis of the Common Pulmo- 
nary Vein): Successful Treatment of a Case. J. R. 
Belcher and W. Somerville. Brit. M. J. 1:1280-1282 
(May 16) 1959 [London]. 


The authors report on a 28-year-old woman with 
the left atrium divided by a transverse septum into 
2 chambers (cor triatriatum), who was admitted to 
the Middlesex Hospital in London for progressive 
breathlessness, palpitation, and tiredness of 4-year 
duration. The patient had atrial fibrillation; venous 
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pressure was raised to 4 cm. above the sternal angle; 
and there was an obvious systolic lift to the left of 
the sternum. The main auscultatory findings were 
a mitral pansystolic murmur (grade 2) and a loud 
first sound at the mitral (grade 3) and the tricuspid 
area (grade 3). The second sound was closely split, 
the pulmonary element being loud. There was no 
diastolic murmur and no opening snap. The blood 
pressure was 120/85 mm. Hg. The electrocardio- 
gram showed atrial fibrillation and a strong right 
ventricular hypertrophy pattern. The heart was 
moderately increased in size, the pulmonary artery 
prominent, and the left atrium slightly enlarged 
when viewed in the right oblique position. The 
lungs showed pulmonary venous congestion with 
Kerley’s lines present at both sides. A tentative 
diagnosis of severe mitral stenosis was made. 

At operation, the anterior part of the left atrium 
was soft, but the posterior part, into which the 
pulmonary veins drained, was tense. The atrium 
was explored through the appendage; there was 
moderate mitral incompetence but no stenosis, and 
the valve cusps were soft and freely mobile. The 
tense intra-atrial septum was easily palpable and 
contained a calcified orifice, 2 mm. across, on the 
posterolateral aspect just in front of the pulmonary 
veins. The anomalous intra-atrial septum was suc- 
cessfully divided with a Brock posterior commissure 
knife from side to side of the atrium. There was an 
immediate inrush of blood, and the pressure in the 
third atrium fell immediately from 40 to 8 mm. Hg. 
No attempt was made to enlarge the orifice in the 
septum as it was so eccentrically placed. Convales- 
cence was normal, and 4 months after the operation 
the patient had no symptoms. The venous pressure 
was normal, but atrial fibrillation and the mitral 
systolic murmur persisted. 

Since the anomalous intra-atrial septum causes 
an obstruction at the left atrial level, it can simulate 
the symptoms, roentgenologic appearances, and 
hemodynamics of mitral stenosis. It is eminently 
suitable for surgical treatment. The case of this 
patient is the 4th in the literature in which surgical 
treatment was successful. 


Carcinoma of the Breast. J]. E. Skandalakis, S. W. 
Gray, A. Macris and others. Surgery 45:912-929 
(June) 1959 [St. Louis]. 


No satisfactory set of principles governing the 
treatment of carcinoma of the breast exists today. 
Supraradical, radical, and simple mastectomy, radi- 
ation, hormonal dependency, and biological prede- 
terminism are among the controversial matters 
which confront the surgeon. To resolve some of the 
confusion, the authors reviewed 357 cases of breast 
cancer among private hospital patients operated 
on in Atlanta, Ga., between 1925 and 1954. While 
more than 40 surgeons participated in the series, 
over 60% of the operations were performed by 2 
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of the authors. It was found that lesions of the 
inner lower quadrant of the breast were the least 
common, but resulted in the highest mortality. 
Lesions of the outer lower quadrant of the breast 
were equally rare, and resulted in the lowest mor- 
tality. A postmenopausal decrease in mortality was 
observed; it was more marked among patients with 
lesions of the upper portion of the breast than 
-among those with lesions of the lower portion, A 
slight predominance of left breast lesions (105:100) 
was found. | 

The preoperative existence of the lesion was 
shorter than in a series of charity patients from the 
same area. Time from patient's discovery to opera- 
tion has not markedly decreased over the years 
included in this series. There was a mean improve- 
ment of less than 9 months’ survival time in patients 
operated on within one month of discovery of the 
lesion, in comparison with those operated on be- 
tween 2 and 12 months of discovery. A positive 
family history of cancer was obtained in 35% of the 
patients. This is higher than the usual figures given 
and nearly 3 times that of charity patients in 
Atlanta. Among patients who had not borne chil- 
dren, breast cancer appeared later in life and 
progressed more slowly than in patients who had 
been mothers. Five-year survival was better (62.4%) 
in patients over the age of 50 than in younger 
patients (51.0%). 

In contrast with other studies, the present series 
indicated that specialists who have performed many 
mastectomies had appreciably better results than 
infrequent operators. Results of simple and radical 
mastectomy were compared, and their significance 
discussed. With proper selection of individual cases, 
the simple procedure seemed as good as the radical. 
Survival rates, preoperative duration of disease, 
and effectiveness of treatment are discussed with 
respect to sources of confusion due to differing 
analyses of data. While the need of standardization 
of treatment is obvious, there is as yet no hope of 
achieving it. 


Subtotal Gastric Resection: An Appraisal of a Means 
of Treatment of Benign Peptic Ulceration of the 
Stomach and Duodenum. E. G. Clausen and R. J. 
Jake. California Med. 90:407-410 (June) 1959 [San 
Francisco]. 


The authors report on 400 patients with benign 
peptic ulcers of the stomach and duodenum, who 
underwent subtotal gastric resection between 1946 
and 1958. One hundred twenty patients (30%) were 
women, and 280 (70%) were men. Of the 400 pa- 
tients, 289 (75.25%) had duodenal ulcers, 89 (22.25%) 
had gastric ulcers, 7 (1.75%) had gastric and duo- 
denal ulcers, and 15 (3.75%) had gastrojejunal 
ulcers. Subtotal gastric resection with anterior 
gastrojejunostomy was performed on 262 patients 
(65.5%), with posterior gastrojejunostomy on 56 
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(14%), with gastroduodenostomy on 82 (20.5%), and 
with concomitant cholecystectomy on 10 (2.5%). 
Antral exclusion was performed on 9 patients 
(2.25%) because of the hazardous operative condi- 
tion of the duodenum, but it is no longer employed. 
Three hundred eighteen patients (79.5%) were in 
the hospital for 10 days or less. Four patients died 
postoperatively. Two of these deaths were due to 
anesthesia; of the other 2 deaths, one resulted from 
postoperative hemorrhage, wound dehiscence, and 
cardiac failure, and one was due to peritonitis re- 
sulting from an unrecognized leak of the duodenal 
stump. There were 9 patients (3.1%) with proved 
recurrent ulcers and 3 with asymptomatic bleeding. 
Four of the recurrences were apparent within 12 
months of the resection; there have not been any 
recurrences after 3 years, but they may occur at 
any time. There has not been any recurrence to 
date in those patients who had a 75% resection. 

Although the over-all late results have been 
satisfactory, nutritional disturbances occurred often 
enough that the advisability of a routine 75% re- 
section is doubtful. The use of vagotomy with an 
emptying procedure may occasionally prove to be 
the better procedure. To date, vagotomy and gastro- 
jejunostomy have not proved to be superior to sub- 
total gastrectomy. Vagotomy with pyloroplasty is 
a simple procedure, and the results to date are 
encouraging. Partial gastrectomy with vagotomy 
is the most appealing procedure, but the mortality 
and morbidity rates associated with it may tend to 
limit its advantages. The authors believe that each 
procedure should be selected individually to treat 
a specific patient. In patients whose weight has 
never been a problem (except in abundance), a high 
subtotal gastric resection will usually give an ac- 
ceptable result. For patients who are underweight, 
vagotomy with pyloroplasty may be the most prom- 
ising procedure. In patients in whom the local con- 
dition of the duodenum precludes satisfactory 
pyloroplasty or the stomach is large and aitonic and 
does not empty properly, partial resection with 
vagotomy would seem indicated. Patients who are 
emotionally unstable probably will not do well 
regardless of procedure; in fact, a high gastric 
resection makes them susceptible to many _post- 
operative complaints. Vagotomy with an emptying 
procedure or resection should not be done unless 
the surgeon is absolutely confident of the complete- 
ness of the vagotomy, a challenge which he will 
occasionally encounter. 

One is unable to determine preoperatively which 
patients are most likely to have a recurrence. In 
patients whose nutrition was poor (in the absence 
of obstruction) before operation, extensive resec- 
tion cured the ulcer, but subsequent nutrition was 
poor, a phenomenon which led the authors to 
adopt a more conservative attitude. In such circum- 
stances they are inclined to do a vagotomy with 


pyloroplasty. 
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Chronic Myelogenous Leukemia with Gastric In- 
filtration: Report of a Case Simulating Carcinoma 
of the Stomach. J. A. Cavins, H. S. Levin and H. J. 
Day. New England J. Med. 260:1111-1114 (May 28) 
1959 [Boston]. 


This report is concerned with a 63-year-old man 
who was first seen in the Ohio State University 
Hospital, Columbus, in October, 1957. Three 
months previously he had noticed a feeling of ful- 
ness in the epigastrium after meals. Over the sub- 
sequent 3 or 4 weeks this discomfort changed to 
frank, burning, epigastric pain that was present 
constantly but was more pronounced 2 hours after 
meals. The pain was aggravated by alcohol and 
coffee and ameliorated by antacids, milk, and food. 
Associated symptoms included nausea and occa- 
sional emesis of mucoid material. Weight loss fol- 
lowed. A large filling defect on the greater curva- 
ture of the stomach, with a suggestion of diffuse 
infiltration of the lesser and greater curvatures of 
the antral region, was detected. A tentative diag- 
nosis of carcinoma of the stomach was made, and 
the patient was admitted to the surgical service for 
gastric resection. Because of a white blood cell 
count of 88,500, and because of a cardiorespiratory 
problem, the patient was transferred to the medical 
service for complete hematological and preopera- 
tive evaluation. 

The following diagnostic possibilities were con- 
sidered: carcinoma of the stomach, with leukemoid 
reaction; chronic myelogenous leukemia, with leu- 
kemic infiltration of the stomach; and carcinoma of 
the stomach associated with chronic myelogenous 
leukemia. The hematological picture was that of 
chronic myelogenous leukemia, but associated car- 
cinoma was considered probable. The patient was 
given 3 me. of radiophosphorus (P ”*), with a re- 
sultant drop of the white blood cell count to 17,800. 
During laparotomy the surgeon felt a large tumor 
at the antrum. A 70% gastric resection and subse- 
quent Billroth 1 anastomosis were accomplished, 
and recovery was uneventful. 

Examination of the specimen revealed an ulcer 
with indurated, elevated edges, and a granular base 
along the anterior, inferior wall of the prepyloric 
region. There was tumorous infiltration of the sur- 
rounding mucosa, and ulcerated, indurated foci 
surrounded the ulcer. Prominent mucosal folds were 
seen throughout the stomach. Microscopic exami- 
nation showed cellular infiltration limited to the 
mucosa. The infiltrate had thickened the mucosa 
to 2 or 3 times the normal dimensions and separated 
the glandular crypts. Under higher magnification, 
mature cells were recognized as polymorphonuclear 
leukocytes, and less mature cells as members of 
the granulocytic series. The pathological diagnosis 
was infiltration of the stomach by myelogenous 
leukemic cells. No carcinoma was seen. After op- 
eration, the white blood cell count rose to 43,600, 
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and an additional 2 mc. of P*’ was given. After 
that, busulfan and prednisone were given for the 
first 6 months, and then 6-mercaptopurine therapy 
was started, because the process presumably was 
entering the myeloblastic phase. The patient has 
been asymptomatic since subtotal gastrectomy. 

On reviewing 1,594 cases of lymphoma and leu- 
kemia, the authors found 14 patients who had un- 
dergone surgery because of symptomatic gastroin- 
testinal involvement. One had chronic lymphatic 
leukemia; 6, lymphosarcoma; 6, reticulum-cell sar- 
coma; and 1 (described above), chronic myelo- 
genous leukemia. The disease involved the stomach 
in 10 cases, the duodenum in 1, the ileum in 2, and 
the rectum in 1. Gastrointestinal complications in 
patients with leukemia should be_ investigated, 
since. as with the case presented, symptomatic re- 
lief may result from surgical intervention. 


An Evaluation of Internal-Mammary-Artery Liga- 
tion by a Double-Blind Technic. L. A. Cobb, G. I. 
Thomas, D. H. Dillard and others. New England 
J. Med. 260:1115-1118 (May 28) 1959 [Boston]. 


Seventeen patients with angina pectoris attrib- 
uted to coronary artery disease were invited to 
participate in an experimental evaluation of inter- 
nal mammary artery ligation. All the patients were 
seriously limited by angina. None had sustained a 
recognized myocardial infarction during the 6 
months before operation. The patients were asked 
to keep a record of anginal episodes and of the 
number of glyceryl trinitrate (nitroglycerin) tablets 
used preoperatively and after the operation. A 
standardized exercise-tolerance test was performed 
before and at least once after operation. The “re- 
spiratory efficiency” and blood pressure were de- 
termined, and an electrocardiogram was obtained 
at rest, during exercise, and during recovery. In the 
follow-up period the patients were periodically 
asked to estimate their degree of improvement in 
angina. 

The subjects were informed that this procedure 
had not been proved to be of value, and yet many 
were aware of the enthusiastic report published in 
the Readers Digest. The patients were told only 
that they were participating in an evaluation of 
this operation; they were not informed of the 
double-blind nature of the study. At the time of 
operation, which was performed under local anes- 
thesia, the surgeon was handed a randomly selected 
envelope, which contained a card instructing him 
whether or not to ligate the internal mammary 
arteries after they had been isolated. The physicians 
observing the patients postoperatively were not 
informed what was actually done in the operating 
room until the postoperative evaluations were com- 
pleted. The patients were followed postoperatively 
for 3 to 15 months. 
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Eight patients had their internal mammary ar- 
teries ligated; 9 had skin incisions only. During the 
first 6 months, 5 out of 8 of the ligated patients and 
5 out of 9 of the nonligated reported “significant” 
subjective improvement. Striking improvement in 
exercise tolerance occurred in 2 patients whose 
internal mammary arteries were not ligated; one 
of these patients failed to demonstrate the abnormal 
electrocardiographic changes that occurred pre- 
operatively with the same exercise test. Internal 
mammary artery ligation probably has no effect on 
the pathophysiology of coronary artery disease. The 
subjective benefit from this operation is more likely 
to be on a psychological basis, although sponta- 
neous improvement in collateral circulation cannot 
be excluded. The value of the usual clinical evalua- 
tion of any form of surgical therapy designed to 
relieve the symptoms of angina pectoris is con- 
sidered highly speculative. 


The Indications for Splenectomy in the Spleno- 
megalic Forms of Besnier-Boeck-Schaumann Dis- 
ease. J. Tapie, J. Monnier, P. Ferret and others. 
Presse méd. 67:805-808 (April 22) 1959 (In French) 
[Paris]. 


Sarcoidosis of the spleen is one of the most in- 
teresting visceral forms of Besnier-Boeck-Schau- 
mann disease. In the absence of external adenop- 
athy, of cutaneous lesions, or of pseudocystic 
osteitis, the finding of an irreducible chronic spleno- 
megaly exposes the clinician to several errors, the 
most common being a diagnosis of Banti’s disease 
(splenic anemia or congestive splenomegaly), since 
the blood picture shows a deficiency of white gran- 
ulocytes. These splenomegalic forms of sarcoidosis 
at times result in a secondary hypersplenism. The 
authors report the case of a 40-year-old farmer who 
in 1952 at a preemployment radiologic examination 
presented an abnormal pulmonary picture, which 
developed with a minimum functional disturbance, 
intermittent cough, and slight dyspnea of effort. A 
fibrocongestive pulmonary tuberculosis was_ sus- 
pected a few months later after the occurrence of 
hemoptysis. Koch’s test and the tuberculin test gave 
negative results. The coexistence of some jaundice, 
of an old splenomegaly without much diminution 
of globular resistance, and of leukopenia that was 
in contrast to a normal myelogram led the authors 
to diagnose the case as Besnier-Boeck-Schaumann 
disease with visceral location. Two puncture biop- 
sies of the spleen confirmed the diagnosis. 

The patient derived no benefit from a long anti- 
tuberculous treatment and only a temporary bene- 
fit from hormonal therapy. Splenectomy was per- 
formed because of the persistence of splenomegaly 
and leukopenia. The rapid improvement of leuko- 
penia and the temporary arrest of hemoptysis that 
resulted from the operation proved, according to 
the authors, the existence and the intermingling of 
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2 processes, one anatomic and the other functional, 
in the evolution of this sarcoidosis with splenic and 
bronchopulmonary localizations. The patient was 
in good general condition 5 months after the op- 
eration, but roentgenologic examination showed no 
improvement of the pulmonary lesions. The patient 
subsequently died of fulminating hemoptysis. 


Carcinoma of the Colon and Rectum in Children. 
M. T. Hoerner. Ohio M. J. 55:657-658 (May) 1959 
[Columbus]. 


There is increasing evidence to show that age is 
no barrier to the occurrence of carcinoma of the 
colon and rectum in young individuals. Epithelial 
malignant growths have been found in sufficient 
instances to warrant their consideration in a dif- 
ferential diagnosis of childhood diseases. The symp- 
toms of carcinoma of the colon in children are not 
specific, since carcinoma of the ascending colon 
does not tend to produce obstruction as do malig- 
nant lesions involving the large intestine on the left. 
The prognosis of carcinoma of the colon in children 
is poor. This is due to failure to diagnose and treat 
the condition early and because the lesions tend to 
be highly malignant and metastasize quickly. Early 
radical resection of these growths offers the only 
hope for salvage of these young individuals. Re- 
moval of benign polyps of the colon may prevent 
the development of malignant transformation dur- 
ing childhood or adult life. 


Diagnosis in the Management of Burns. D. M. Jack- 
son. Brit. M. J. 1:1263-1267 (May 16) 1959 [London]. 


An extensive burn is an incident which starts a 
fast-moving progressive illness. Within an hour or 
two a severe burn will produce oligemia, clinical 
shock, and sometimes renal failure. Bacterial colon- 
ization of the burn surface follows, and sometimes 
invasive infection. Soon anemia and wasting be- 
come apparent, and in a few weeks the formation 
of fibrous tissue may cause contractures and de- 
formity. Against this background the need for con- 
stant reassessment of the patient’s changing condi- 
tion is imperative to prevent or arrest the expected 
complications. Diagnosis in a severely burned pa- 
tient requiring resuscitation with colloid infusion 
may be made by the proportion of skin surface 
burned. The amount and rate of colloid infusion 
may be assessed from hour to hour by following 
the changing trend of 5 clinical guides taken to- 
gether, namely, the general condition of the pa- 
tient, the hematocrit level, the urine output, a 
simple formula (according to which a patient will 
require an amount of colloid equal to his plasma 
volume for every 15% of the body surface burned, 
excluding erythema), and measurement of the blood 
volume. Whether blood transfusion is required de- 
pends on the degree of red blood cell destruction. 
Although this varies greatly from case to case, both 
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in amount and in time, it may also be assessed by 
five guiding factors, namely, visible blood loss, evi- 
dence of fragmented red blood cells in a blood 
specimen obtained at admission, signs of shock 
with a normal hematocrit, a falling hematocrit 
without overinfusion, and direct measurement of 
the red blood cell volume. 

A routine is suggested for the early diagnosis of 
renal insufficiency; this needs to be differentiated 
from the physiological oliguria which accompanies 
oligemia in the shock stage, or dehydration in the 
subsequent week. Oliguric and nonoliguric types of 
renal failure must also be distinguished if appro- 
priate treatment is to be given. The 2 criteria for 
suspecting electrolyte imbalance and for making 
daily blood chemistry examinations are renal in- 
sufficiency and failure to start oral feeding on the 
second day. Some suggestions are made for avoid- 
ing serious deficit or excess. Survival of the patient 
may depend on knowing the variety of pathogens 
which colonize the burn surface, whether invasive 
infection is present, whether there is a positive 
blood culture, and, if so, whether it signifies bac- 
teremia or septicemia. Frequent bacteriological ex- 
aminations, therefore, are required. The choice 
between dressings and exposure for local treatment 
of burns demands an independent assessment for 
every patient. In connection with the diagnosis of 
the depth of burning, the deceptiveness of appear- 
ance and the value of sensitivity to pinprick as a 
sign of partial-thickness skin loss are emphasized. 


Contribution to the Knowledge of Gastric Adeno- 
mas and in Particular of Pure Autochthonous 
Varieties: Anat thological Aspects and Etio- 
pathogenetic Problems. A. Lucifero. Policlinico 
(sez. chir.) 66:65-101 (April) 1959 (In Italian) 
[Rome]. 


The author reports on 3 patients, ranging in age 
from 47 to 60 years, who were operated on for 
gastric adenoma. The lesion appeared to be benign 
on roentgenologic examination and on inspection 
at operation, but existence of an underlying malig- 
nant process was revealed on microscopic examina- 
tion. The main symptom was a mild or moderate 
recurring epigastric pain which mostly took place 
after meals. On roentgenologic examination, a well- 
circumscribed mass, the size of a bean or a walnut, 
situated along the greater curvature of the stomach 
and not far from the pylorus, was diagnosed as 
probably a benign adenoma in all 3 patients; both 
peristalsis and emptying of the stomach were ob- 
served in 2. Macroscopic observations of the re- 
sected specimens were not conflicting with the 
preoperative roentgenologic diagnosis, but histo- 
logical findings revealed the existence of malignant 
growths, which consisted of papilliferous, adeno- 
matous tissue and atypical cells with absence of a 
basal membrane. As an example, one of the patients 
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was operated on for a presumed benign polyp, but 
malignancy was subsequently demonstrated on 
microscopic examination, and he underwent resec- 
tion of the stomach a month after the first operation. 
The experience with this patient has suggested per- 
formance of a gastric resection despite the preoper- 
ative roentgenologic diagnosis of a benign lesion, 
for histological findings of the resected specimen 
revealed malignancy and thus confirmed that it 
would have initially been correct to perform a 
gastric resection instead of merely removing the 


polyp. 


Clinical and Surgical Considerations in Lympho- 
reticulosarcoma of the Stomach. A. Malaspina and 
S. Bianchi. Minerva med. 50:969-977 (April 4) 1959 
(In Italian) [Turin, Italy]. 


Ten patients, between 32 and 55 years of age, 
with lymphoreticulosarcoma of the stomach were 
seen by the authors during the years from 1953 to 
1957. The neoplastic growth, with varying but 
chiefly antral location, was always visible in the 
roentgenograms. The tumor grew in most cases in 
the central part of the stomach and lay on an ulcero- 
necrotic basis. On operation, the gastric walls ap- 
peared submerged; in substitution there was a 
shiny, hard, and homogeneous white tissue which 
extended to the periulcerative depression, reached 
the serous layer, and at times proliferated on it. 
Small, hard, perigastric lymph nodes, which on 
dissection looked white and shiny, were found in 
some cases. Six of the patients were men, and 4 
were women; most of them were between 40 and 
60 years of age, the average age being 462 years. 
They had generally suffered from ulcerous or 
gastric disease previous to discovery of the tumor. 

A preoperative diagnosis of the type of neoplasm 
was not possible on mere roentgenologic examina- 
tion. Involvement of the peristalsis occurred in most 
of the patients, and a marked reduction of the 
visceral lumen was observed in 4. All the patients 
were subjected to radical surgery, and 6 also re- 
ceived roentgenotherapy. Of the latter patients, one 
was alive 3% years after the operation; 3 were 
living 2 years afterward; and 2 had survived a year 
subsequent to the operation. Of the 4 patients who 
were treated only surgically, one had died of non- 
ascertained causes a few months after the operation; 
the other 3 had survived from 4 months to 2 years 
postoperatively. 


Bleeding Varices Due to Cirrhosis. G, A. Hallen- 
beck, M. S. Comess, E. E. Wollaeger and R. P. 
Gage. A. M. A. Arch. Surg. 78:774-785 (May) 1959 
[Chicago]. 


Records were examined of all patients who had 
splenectomy at the Mayo Clinic between 1909 and 
1947 and for whom the diagnosis of cirrhosis of the 
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liver, Banti's syndrome, or splenic anemia was re- 


corded. Two criteria were used to select patients - 


for this study, namely, (1) a history of bleeding from 
the gastrointestinal tract before splenectomy was 
performed and (2) an irrefutable diagnosis of cir- 
rhosis of the liver. A total of 75 patients satisfied 
these criteria; in 24 of them omentopexy had been 
performed together with the splenectomy. A group 
of 54 patients having cirrhosis of the liver who bled 
preoperatively but who had had either splenorenal 
or direct portacaval shunts constructed from 1 to 6 
years previously was studied as well. Survival rates 
for both groups of patients during the first 5 years 
were similar. A much greater incidence of post- 
operative bleeding was noted in the group that had 
splenectomy than in those treated by portal-venous 
shunt. 

Survival rates for patients who underwent a 
splenectomy or a portacaval shunt were compared 
with those for 4 published series of patients with 
gastrointestinal bleeding associated with cirrhosis 
of the liver who did not have surgical treatment. 
The argument was developed that the principal 
reason for better survival in the surgical groups is 
that the methods used to select patients for opera- 
tion also provide selection of those most likely to 
survive longest. This study suggests that splenec- 
tomy with end-to-side splenorenal anastomosis gives 
results superior to those after either splenectomy 
alone or end-to-side portacaval anastomosis. More 
data and a longer period of observation are needed 
to establish this point beyond question or to dis- 
prove it. 


Segmental Dilatation of the Colon: A New Entity. 
O. Swenson and F. Rathauser. Am. J. Surg. 97:734- 
738 (June) 1959 [New York]. 


The authors present the history of 2 infants and 
a 22-year-old man with unusual segmental fusiform 
dilatation of the colon admitted to the Boston Float- 
ing Hospital between 1953 and 1958. The 3 patients 
were successfully treated by segmental resection. 
Each patient was referred to the hospital with the 
diagnosis of Hirschsprung’s disease, and, in general, 
the history was consistent with the diagnosis. One 
infant had a fusiform dilatation of the sigmoid colon 
which made it indistinguishable from megacolon 
characterized by the absence of autonomous gan- 
glion cells. In the second infant the lesion was in 
the proximal transverse colon and was thought to 
represent dilatation proximal to a long segment ex- 
tending from the anus to the midtransverse colon. 
In the young adult the dilatation involved the entire 
sigmoid colon. The patients had many features in 
common, including a history of dietary difficulties, 
onset of symptoms in early neonatal life, chronic 
intestinal obstruction, recurrent episodes of diar- 
rhea, and normal growth and development. There 
were similar findings, such as good general health, 
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abdominal distention, and empty rectal ampulla. 
Palpable fecal masses and flaring of the costal mar- 
gins were present in the 2 infants. | 

The 3 resected specimens were dilated in a fusi- 
form manner, somewhat eccentric in 2 cases and 
concentric in 1. The serosal surfaces were smooth, 
and the taeniae were normal. Grossly, the cut sur- 
faces revealed uniform hypertrophy of the muscle 
layer. There were no diverticula, points of weak- 
ness, or defects. Microscopically, there was a normal 
laminar arrangement of the muscle coats in all the 
specimens with mild mucosal and submucosal 
edema and with unbroken surfaces. The serosa was 
normal in each case. No significant changes from 
normal could be demonstrated either in number or 
in distribution of nerve fibers and ganglion ele- 
ments. The neuronal elements in both myenteric 
and submucosal plexuses were numerically com- 
mensurate with the degree of dilatation of the 
intestine, and they were well formed. The preterred 
therapy is segmental resection. It is particularly 
valuable to establish the presence of ganglion cells 
by rapid section before or during the definitive 
operative procedure, because segmental resection 
is less traumatic than coloproctectomy in such pa- 
tients, and it is all that is required to effect a cure. 


NEUROLOGY & PSYCHIATRY 


Cerebral Embolism: The Natural History, Prog- 
nostic Signs, and Effects of Anticoagulation. C. E. 
Wells. A. M. A. Arch. Neurol. & Psychiat. 81:667- 
677 (June) 1959 [Chicago]. 


Sixty-three separate episodes of cerebral embo- 
lism were observed over an 18-year period in 53 
patients admitted to the New York Hospital. There 
were 33 women with 41 episodes and 20 men with 
22 episodes, the patients ranging in age from 3 to 
76 years, with the highest incidence in the 4th and 
5th decades. Thirty-seven (70%) of the patients 
suffered from rheumatic heart disease, and 9 (17%) 
from hypertensive cardiovascular or arteriosclerotic 
heart disease. Two patients had auricular fibrilla- 
tion of unknown origin, 2 had myxomas of the left 
auricle, 1 had Cooley’s anemia, 1 had fat emboli, 
and 1 had septic emboli. The episodes occurred in 
25 patients (47%) with the presence of normal sinus 
rhythm. The occurrence of seizures, prolonged loss 
of consciousness, Cheyne-Stokes respiration, or a 
significant increase in the symptoms in the first few 
hours after the onset of cerebral embolism was a 
bad prognostic sign. If paresis did not start to 
diminish within the first 48 hours, the chance for 
recovery was slight. 

A comparison was made between the results in 
these 53 patients, to whom no anticoagulants were 
given, and those obtained in 29 patients who had 
had 34 episodes of cerebral embolism; the latter 
either received anticoagulants at the onset of the 
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episodes or were given them within 48 hours after 
the onset. Except for the administration of anti- 
coagulants, the treatment given to the 2 groups 
was comparable (rest, adequate supportive meas- 
ures, physical therapy, and rehabilitation). There 
were 20 women and 9 men in the treated group, 
with a mean age of 50 years. Twenty-seven of the 
29 patients had rheumatic heart disease. The treat- 
ment of the 13 patients who were already receiving 
anticoagulants because of previous embolic epi- 
sodes consisted of ethyl biscoumacetate (Tromexan) 
or bishydroxycoumarin (Dicumarol). The treatment 
with anticoagulants in the other 16 patients was 
begun within 48 hours after the onset of cerebral 
embolism, and consisted of various anticoagulants 
(heparin given intravenously, intramuscularly, or 
subcutaneously, orally administered ethyl biscoum- 
acetate, or orally administered bishydroxycou- 
marin), with no one method predominating. 

Among the first group of 53 untreated patients, 
16 died, and among the treated group of 29 pa- 
tients, only 2 died. Thus, the death rate was sig- 
nificantly lower in the treated group than in the 
untreated group. Among the 63 episodes occurring 
in the untreated group, 22 resulted in severe perma- 
nent disability, and among the 34 episodes occur- 
ring in patients receiving anticoagulants, 13 re- 
sulted in severe permanent impairment of function. 
Thus, 38 (60%) of 63 untreated episodes resulted 
either in death or in permanent disability, whereas 
15 (44%) of 34 treated episodes resulted either in 
death or in severe dysfunction. The results, there- 
fore, in the treated group, when compared as to 
both death and disability, were better than those 
in the untreated group. 


Rapid Immunization with Poliomyelitis Vaccine. 
S. Baron, E. V. Barnett, B. L. Burch and others. 
New England J. Med. 260:966-969 (May 7) 1959 
[Boston]. 


The authors compared the effectiveness of mul- 
tiple and single inoculations of 1 cc. of poliomye- 
litis vaccine with that of a single injection of 10 cc. 
of poliomyelitis vaccine in producing rapidly polio- 
myelitis virus neutralizing antibodies in 19 adult 
volunteers and 15 children. Results showed that a 
single dose of 10 cc. of poliomyelitis vaccine re- 
sulted in earlier and higher neutralizing antibody 
levels to poliomyelitis virus than an initial dose of 
1 cc. Previous studies ef the effect of 1 cc. of recent 
vaccine did not show protection or antibody forma- 
tion in most of the nonimmune persons. The anti- 
body responses of the children and adults to 
vaccination with a single dose of 10 cc. of the 
vaccine studied suggested that for early protection, 
as would be desirable during or in anticipation of 
epidemics, an amount of antigen represented by this 


single dose would protect most of the nonimmune 


persons since they would rapidly respond with 
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antibody. Because there is inherent variation in 
antigen content of biologicals, it may be anticipated 
that there would be variation in conversion rates 
in proportion to the antigen content (potency) of 
individual vaccines. 

All persons in the study were observed for a 
period of 7 months after receiving the vaccine, and 
no illness attributable to it was noted. There was 
no evidence that the use of large amounts of vac- 
cine produced any renal damage. To achieve rapid 
immunization with poliomyelitis vaccine, these ob- 
servations suggest that increased amounts of anti- 
gen be given in the primary inoculation. Until more 
information becomes available concerning the opti- 
mum amount of antigen required for initial immu- 
nization during epidemics, 10 cc. of current vaccine 
seems to be a reasonable choice for this purpose. 


Benign Endocranial Hypertension Due to Water 
Retention. Clinical, Pathogenic, and Therapeutic 
Aspects. L. Barraquer-Bordas and J. Lépez-Batllor. 
Rev. espafi. oto-neuro-oftal. 18:15-25 (Jan.-Feb.) 
1959 (In Spanish) [Valencia, Spain]. 


The clinical and pathogenic characteristics of a 
particular type of nontumorous endocranial hyper- 
tension caused by disturbances in the water me- 
tabolism are discussed, and the therapeutic possi- 
bilities are indicated. The authors’ 6 subjects in this 
study included 5 women (4 of them in the meno- 
pausal stage) and a 9-year-old boy. All of them 
suffered from headache; in 4, who underwent neu- 
rological examination, there was also papillary 
stasis; and in the 9-year-old boy the manifestations 
were complete with vomiting and paralysis of the 
6th cranial nerve. One case is described in detail, 
that of a 52-year-old woman in whom medical 
treatment aimed at controlling the causal meta- 
bolic disorders had excellent results. 

The authors conclude that neurological symptoms 
and signs in nontumorous endocranial hypertension 
are characteristic, comprising headache, papillary 
edema, vomiting, and paralysis of the 6th cranial 
nerve. This syndrome is found mostly among wom- 
en and has an endocrine aspect in its relationship 
with obesity. Medical therapy should be intensive, 
consisting of a reducing, low-salt diet, dehydration 
by means of diuretics with an acetazolamide basis, 
and prednisone in cases of resistance to the treat- 
ment and whenever hyperaldosteronism is sus- 
pected. Menopausal disorders respond well to treat- 
ment with androstenediol dipropionate. In nonmen- 
opausal menstrual disorders there should be a period 
of waiting for the effects of the therapy; the men- 
strual cycle should be investigated, and the vaginal 
smear examined. Folliculin or lutein might then be 
indicated. When there is need for sedation, me- 
probamate and Sodium Amytal have been found 
useful. The danger of visual impairment is greater 
in nontumorous than in tumorous endocranial hy- 
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pertension, and surgical decompression may be 
necessary. A surgical intervention, however, does 
not exclude intensive medical therapy. 


The Cholesterol and Cholesterol Ester Content of 
Cerebrospinal Fluid in Patients with Multiple Scle- 
rosis and Other Neurological Diseases. J. B. Green, 
N. Papadopoulos, W. Cevallos and others. J. Neurol. 
Neurosurg. & Psychiat. 22:117-119 (May) 1959 
[London]. 


The cholesterol and cholesterol ester content of 
the cerebrospinal fluid was determined in 6 normal 
individuals, 13 patients with multiple sclerosis, and 
34 patients with other neurological diseases. Cere- 
brospinal fluid was obtained by lumbar puncture 
from most of the 53 patients included in this study. 
In a minority of cases fluid removed during air 
studies was utilized. The diagnosis of each patient 
was established by a thorough history and neuro- 
logical examination, combined with air studies and 
arteriography where indicated. Especially strict 
criteria were applied in the selection of 13 multiple 
sclerosis patients. A history of remission and exacer- 
bation was present in most, and all had evidence of 
dissemination of lesions. The onset of the disease 
in all cases was before the age of 40 years. Included 
in the sample of neurological diseases were 8 pa- 
tients with seizures. While levels of free and esteri- 
fied cholesterol were raised in the cerebrospinal 
fluid of patients with a variety of neurological dis- 
eases, only multiple sclerosis patients were charac- 
terized by a proportion of ester which was over 
60% of the total cholesterol. This finding correlates 
well with previous investigations of demyelinated 
tissue by Cumings. It is concluded that the deter- 
mination of the percentage of esterified cholesterol 
in the cerebrospinal fluid is a promising adjunct in 
the diagnosis of multiple sclerosis. 


GYNECOLOGY & OBSTETRICS 


Antimicrobial Treatment of Tuberculous Salpingitis. 
G. Schaefer. Am. J. Obst. & Gynec. 77:996-1015 
(May) 1959 [St. Louis]. 


Reports in the literature indicate that patients 
with tuberculous salpingitis treated for 3 months or 
less with antimicrobial drugs show histological 
evidence of tuberculosis in the tubes in approxi- 
mately 90% of the cases. The author presents 
clinical and pathological findings in 10 patients 
with tuberculous salpingitis who received long- 
term therapy (10 months to 3 years) with antimi- 
crobial drugs. No evidence of active tuberculosis 
was apparent in those patients on histological sec- 
tion of the excised fallopian tubes, although resid- 
ual evidence of tubal disease was seen. In patients 
with untreated tuberculous salpingitis, various 
stages of activity and healing were present and 
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resembled to some extent the lesions in patients 
treated with short-term chemotherapy. Recurrences 
of tuberculosis of the endometrium were reported 
in 20 to 40% of 387 cases collected from the litera- 
ture, the patients having been treated from 6 weeks 
to 3 months with antituberculous drugs. While such 
a regimen is not considered adequate, there is 
reason to believe that in some instances anti 

bial therapy can bring about histological and bac- 
teriological cure of endometrial tuberculosis. This 
does not imply that the lesions in the tubes are also 
healed, for tuberculosis was still present in the 
fallopian tubes of the patients who were subjected 
to operation. The present trend in the treatment of 
pulmonary tuberculosis is toward long-term therapy 
with antimicrobial agents for periods of 18 to 24 
months or longer. Even with long-term chemother- 
apy it is not always possible to eradicate foci of 
infection, and these have been treated by excision. 


Abruptio Placentae: A Ten-Year Survey. I. Dyer 
und E. V. McCaughey. Am. J. Obst. & Gynec. 
77:1176-1184 (June) 1959 [St. Louis]. 


This report is concerned with the severe types 
of abruptio placentae observed in 214 patients 
admitted to the Tulane obstetric unit at the Charity 
Hospital of Louisiana, in New Orleans, between 
January, 1946, and December, 1955. The ages of 
the patients ranged from 17 to 45 years, with the 
greatest number in the 21-to-30-year group. Thirty- 
three patients were primigravidas, and 181 were 
multigravidas; of the latter, 75 had had 5 or more 
pregnancies. All the patients were indigent, 84% 
of them being Negro. Only half of them had at- 
tended the prenatal clinic. In many instances the 
patients had traveled up to 150 miles to reach the 
hospital and were thus compromised by a serious 
delay of several hours. Many were admitted in 
shock. 

No constant etiological factor was demonstrated. 
Multiparity and poverty were the only impressive 
statistical constants in establishing a common 
ground for the high rate of placental separation 
among these patients. Of 133 patients delivered 
vaginally, 108 demonstrated incomplete placental 
separation, and 25, complete. Cesarean section was 
the method of delivery in 81 patients; of this num- 
ber, section hysterectomy was indicated in 23. 
Fifty per cent of all patients required blood trans- 
fusions, and one-sixth of that group received 2,000 
ml. or more. A clotting defect was severe enough 
to require the administration of fibrinogen to 16 
patients (7.4%). The average amount administered 
was 2.6 Gm. The least dose required to correct the 
clotting defect was 1 Gm., and the maximum 
amount was 1] Gm. 

Since it has been the policy to empty the uterus 
promptly whenever a massive placental separation 
was suspected, and since this could not always be 
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accomplished with facility and expediency from 
below, the abdominal route was frequently utilized. 
The classical Couvelaire uterus was found in 41 
women. Of these, only 17 cases were considered 
severe enough to require hysterectomy. Two uteri 
were removed after vaginal delivery because of 
uncontrollable uterine bleeding due to atony. 
Oxytocics had failed to evoke favorable response. 
Two patients received intra-arterial transfusion, 
and this was probably responsible for their re- 
covery. In each, peripheral vascular collapse 
thwarted all efforts to use the conventional methods 
of blood administration. The commonest compli- 
cations after all deliveries were pyelitis, endometri- 
tis, uterine atony, and pneumonia-atelectasis. There 
were 6 maternal deaths. 

It was learned from this study that, if delivery 
was accomplished in less than 2 hours after recog- 
nition of the separation, the fetal salvage was 50% 
by vaginal delivery and 21% by abdominal delivery. 
If delivery was delayed 2 to 12 hours, the fetal 
salvage by vaginal delivery was 22%, and by cesar- 
ean section, 30%. If the delay was extended from 
12 to 72 hours, the fetal salvage by vaginal delivery 
was 34%, and by cesarean section, none. Thus, the 
over-all picture revealed a fetal salvage of 49% by 
vaginal delivery and only 21% by cesarean section. 


Carcinoma in Situ of the Cervix: A Clinical Review 
of 842 Cases. E. Mussey and E. H. Soule. Am. J. 
Obst. & Gynec. 77:957-972 (May) 1959 [St. Louis]. 


The authors reviewed the records of 842 patients 
with carcinoma in situ of the cervix, in whom the 
diagnosis was made and treatment was carried out 
at the Mayo Clinic between Jan. 1, 1932, and Dec. 
31, 1957. The ages of the patients ranged from 19 to 
79 years. Thirty-three of the 842 women were un- 
married, 728 were married, 42 were divorced, and 
39 were widowed. More than half of the patients 
(529) sought medical advice because of symptoms 
referable to systems other than the reproductive 
tract. One hundred thirty-three of the 842 patients 
came to the clinic because of suspected or proved 
carcinoma in situ. Histological investigation of the 
cervices of 280 patients was thought advisable, 
either because of the appearance or because of 
unexplained bleeding. Smears positive for cancer 
led to the ultimate diagnosis of carcinoma in situ 
in 363 of the 842 patients. Data indicated that the 
patient’s symptoms and the appearance of the cer- 
vix offered unreliable evidence of the presence of 
a preinvasive malignant lesion. Hysterectomy (vag- 
inal, total abdominal, or Wertheim) was employed 
in 747 patients, but there were also specific indica- 
tions for the therapeutic use of conization or 
radium. 

The authors suggest that the potential curability 
of carcinoma in situ depends on the certain demon- 
stration that the lesion is noninvasive and that it 
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does not extend beyond the vaginal or the cervical 
incision. Follow-up data for at least 2 years were 
available on the majority of the patients in this 
series: 521 patients are presumed to be free of 
cancer; 295 were well 5 years or more later; 34 have 
died of an unrelated disease. Six patients are known 
to have had subsequent carcinoma of the vaginal 
vault, and one of these has died. One patient died 
in the immediate postoperative period. 


The Heterologous Transfer of Cervical Carcinoma 
With Certain Histologic Observations. W. Kiek- 
hofer and B. M. Peckham. Am. J. Obst. & Gynec. 
77:1228-1239 (June) 1959 [St. Louis]. 


The authors evaluated the tumor heterograft as a 
technique for testing cancer viability after radiation 
therapy. The cervical neoplasms for transplantation 
study were obtained from 45 patients admitted 
for initial therapy during 1957. With 2 exceptions 
all tumors were squamous-cell carcinomas. Of the 
45 tumors, 41 were capable of transplantation to 
rat hosts either before or after treatment with 
radiogold (Au'™*) or radiocobalt (Co*’). The chief 
problem encountered was that of local or wide- 
spread abscess formation in the rat host. Cortisone 
alone, given in large doses, resulted in almost com- 
plete suppression of weight gain, and the cumu- 
lative effect of cortisone and infection resulted in 
a mortality of about 20% among the experimental 
animals. Twenty-two tumors were successfully 
transplanted before low-dosage therapy with Au’ 
was given. Of these, 13 grew in the rat after this 
therapy. After initial treatment with Co”’, only 2 
of the 15 originally transplantable tumors could 
be grown. 

This decrease in transplantability suggests an 
inverse relationship between transplantability and 
tumor dosage. The high transplantability rate of 
primary tumor tissues from cervical carcinoma is of 
interest, but perhaps even more significant is the 
fact that not all tumors grew equally well. A few 
grew extremely rapidly with the nodules increasing 
to a size of over 1 cm. in 2 weeks, while others, 
seemingly of similar clinical and histological ma- 
lignancy, grew well but much more slowly. The fact 
that metastatic cervical carcinoma in pelvic lymph 
nodes is capable of heterotransplant after prelimi- 
nary radiation is a strong indication of viability. 

The parametrial and internodal tissues from 12 
patients, treated by radical hysterectomy and node 
dissection after radiotherapy with Au'** and Co“ 
was given, were free of tumor. The primary tumor 
could still be identified in 7 of the 12 patients and 
appeared healthy in at least some areas in all. Radi- 
ation effect of some degree was seen in 5 of the 7 
specimens. No tumor tissue was found in the im- 
mediately adjacent parametrial areas in any of the 
specimens. Three of the 7 patients had nodal metas- 
tases; therefore, at least in these 3 patients, it 
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seems probable that tumor tissue had involved or 
had traversed these parametrial areas prior to treat- 
ment. 


Paroxysmal Tachycardia in Utero. P. Miiller-Schmid. 
Geburtsh. u. Frauenh. 19:401-407 (May) 1959 (In 
German) [Stuttgart, Germany]. 


The author discusses the graphic and acoustic 
registration of the heart sounds of the fetus in utero 
and defines the frequency range characteristic of 
paroxysmal tachycardia. About 200 cases of paroxys- 
mal tachycardia have been reported in infants, but 
only 13 cases of intrauterine paroxysmal tachy- 
cardia have been described. The earliest onset was 
during the 6th month of gestation, and in most of 
the cases the paroxysmal tachycardia did not begin 
until the 8th month. The heart action ranged in 
frequency between 190 and 312. In 4 of the cases 
the tachycardia was of supraventricular and in 8 
of auricular type. The etiology remained obscure 
in all 13 cases. Six of the 13 infants were cyanotic 
at birth and required oxygen; all recovered. All had 
a high birth weight and could not be regarded as 
premature. Delivery was spontaneous in only 5 of 
11 cases, in which the author had access to the 
original reports. At least 2 of the 3 cesarean sections 
were carried out in the belief that the tachycardia 
was indicative of intrauterine asphyxia. 

Some investigators have emphasized that intra- 
uterine tachycardia presents no danger for the 
fetus, and should not induce the obstetrician to 
hasten the delivery; it is less dangerous to await 
spontaneous delivery. This argument was what in- 
duced the author to present his observations on a 
14th case of intrauterine tachycardia. This case dif- 
fered from the 13 previously reported ones in that 
the tachycardia disappeared 30 minutes before de- 
livery. It is also the only case of intrauterine 
paroxysmal tachycardia in which the tachycardial 
frequency was registered graphically and on a 
sound track. 


Methods for Early Diagnosis of Cancer in 230 
Patients with Carcinoma of the Uterine Cervix. 
K. Brandl and E. Kofler. Geburtsh. u. Frauenh. 
19:415-420 (May) 1959 (In German) [Stuttgart, 
Germany]. 


The authors evaluate colposcopy, Papanicolaou’s 
cytological method, and colpomicroscopy, which 
they used in addition to speculum examination in 
230 patients with carcinoma of the uterine cervix. 
The diagnosis was later confirmed by histological 
examination in all patients. There were 74 patients 
with preinvasive carcinoma (group 0), 128 with 
stage 1 carcinoma, and 28 with stage 2 carcinoma. 
In 55 of the 230 patients the gross appearance or 
the cervix was normal, but colposcopy together 
with cytological examination and colpomicroscopy 
revealed preinvasive carcinoma in 34 and stage 1 
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carcinoma in 21 patients. There was no appreciable 
difference between the 3 techniques as regards the 
percentage of false-negative diagnoses, but doubt- 
ful results were considerably more frequent with 
colposcopy than with either the colpomicroscopic 
or the cytological technique. In view of the fact that 
false-negative errors are apt to occur with each of 
the 3 diagnostic methods, they should preferably 
be used in combination if the presence of carcinoma 
is to be reliably excluded. 


Reversible Hypercalcemia in Masculinizing Hyper- 
nephroid Tumor of the Ovary: Report of a Case. 
J. Abouav, S. B. Berkowitz and F. O. Kolb. New 
England J. Med. 260:1057-1062 (May 21) 1959 
[Boston]. 


Hypercalcemia has been recognized as an im- 
portant complication in patients with neoplastic 
disease, particularly in those with metastases to 
bone. It has been reported also in carcinoma of the 
lung, kidney, or ovary without any evidence of 
metastases to the bones. In these cases, it was re- 
versed with the removal of the primary tumor. The 
authors present the history of a 46-year-old woman, 
in whom hypercalcemia and hypophosphatemia 
were associated with a localized masculinizing 
tumor of the ovary. She had received irradiation 
therapy for grade 2 or grade 3 squamous-cell car- 
cinoma of the cervix in 1952; annual follow-up 
pelvic and rectal examinations up to 1956 failed to 
show any pelvic masses. In June, 1957, she com- 
plained of dizziness, nausea, vomiting, polyuria, 
polydipsia, and marked constipation, all of about 
2 months’ duration. She also complained of weak- 
ness, lassitude, and “aching bones” of the shoulder 
girdle, pelvis, and spine. She had lost 20.9 kg. (46 
lb.) within a period of 5 months. 

A normal excretion of steroids in the presence of 
virilism favored an ovarian, rather than an adrenal, 
tumor in this patient. It was, therefore, decided to 
perform an exploratory laparotomy to determine 
the status of the ovaries and the cervix. A large 
well-encapsulated tumor, about 10 cm. in diameter, 
was discovered on the left ovary; the tumor con- 
tained multilocular cysts. The uterus and right 
ovary were atrophic. There was no gross evidence 
of recurrence of the cervical carcinoma. A total 
hysterectomy and bilateral salpingo-oophorectomy 
were performed. On pathological examination, the 
diagnosis was hypernephroid tumor of the ovary. 
The postoperative course was uneventful. Tests of 
blood and urine demonstrated a rapid return of 
calcium and phosphorus to normal. During the 18 
months after the operation the patient’s symptoms 
disappeared. Hirsutism decreased, and shaving was 
necessary only every 3 days instead of about daily 
as before. 

The characteristic features of hypercalcemia as- 
sociated with a masculinizing ovarian tumor are 
hypercalcemia, with hypercalciuria, and hypophos- 
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phatemia, with hypophosphaturia. Hypophospha- 
turia and normal tubular reabsorption of phos- 
phorus make possible the differentiation of this 
ovarian tumor from a primary parathyroid tumor 
and prevent unnecessary exploration of the neck. 
Hypercalcemia and its inherent dangers must be 
looked for in all types of malignant neoplasm, espe- 
cially in the preoperative period. The case pre- 
sented demonstrates the reversibility of hypercal- 
cemia by removal of the tumor. 


Amniotic Fluid Embolism. A. Barno and D. W. 
Freeman. Am. J. Obst. & Gynec. 77:1199-1210 
(June) 1959 [St. Louis]. 


Amniotic fluid embolism is a rare disease but one 
of the most catastrophic situations encountered in 
obstetrics. The authors present an analysis of 15 
cases of amniotic fluid embolism from the Minne- 
sota Maternal Mortality Study, with a discussion of 
some of the clinical, physiological, and pathological 
aspects of this disease. The incidence was one per 
37,323 live births. The commonest of predisposing 
factors were the tumultuous labor or exceptionally 
strong uterine contractions noted in 14 of the 15 
patients. One patient had no labor because she was 
delivered by elective cesarean section. Of the 14 
patients with tetanic or exceptionally strong con- 
tractions, 7 had received pituitary extract during 
labor. The authors emphasize that the use of pitui- 
tary extract contributed to the production of amni- 
otic fluid embolism through the medium of vigorous 
labor. The careless use of this drug should be 
implicated in the etiology of this disease. The mem- 
branes had ruptured prior to the onset of the 
symptoms in 14 of the 15 patients (8 spontaneously 
and 6 artificially, including 1 at the time of cesarean 
section). Four of the 15 patients manifested inco- 
agulability of the blood, the mechanism of which 
is unknown. The disease is almost always fatal. 
Death in all 15 patients occurred between 30 min- 
utes to 9 hours after onset of symptoms. Ten fetuses 
were delivered living and are well. 

It is not possible to establish an undisputable 
diagnosis in cases of amniotic fluid embolism except 
at autopsy. Rapid action is necessary in order to 
save the patient. Oxygen therapy is indicated. Mor- 
phine is the best drug for the restlessness and 
should be given even in the presence of cyanosis 
and shock. Intravenous injections of papaverine 
and atropine are indicated to block off vagal effects 
and relieve spasm of the blood vessels and bron- 
chial tree. Epinephrine is probably contraindicated 
because of its constrictive effect on arterioles al- 
ready partially constricted. The withholding of 
intravenously administered fluids and blood in the 
presence of acute pulmonary edema is very impor- 
tant. In cases of incoagulability of the blood, 
fibrinogen and fresh whole blood are indicated. A 
minimum of 4 Gm. is necessary, but possibly 3 
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times that amount mizht be required before normal 
clotting and hemostasis are restored. As an aid in 
the diagnosis of sublethal cases, it might be useful 
to perform cardiac catheterization to obtain blood 
from the right heart, which could then be examined. 


Leiomyosarcoma of the Uterus. L. A. Aaro and 
M. B. Dockerty. Am. J. Obst. & Gynec. 77:1187-1198 
(June) 1959 [St. Louis]. 


The authors report on clinicopathological find- 
ings and follow-up data for 53 patients with leio- 
myosarcoma of the uterus, who were observed at 
the Mayo Clinic between 1935 and 1950. The ages 
of the patients at the time of diagnosis of the leio- 
myosarcomas ranged from 30 to 74 years. Twenty- 
six patients were premenopausal, and 27 were 
postmenopausal. Of 45 married patients, 12 were 
nulliparous. Nine of the 53 patients gave a history 
of previous radium or roentgen-ray therapy to the 
pelvic organs, presumably for benign disease. The 
clinical features in those patients were not diag- 
nostic but rather suggested other commoner pelvic 
neoplasms. The presence of mitotic activity was 
considered the most significant factor in deciding 
that the tumor was malignant, and the degree of 
such mitotic activity was employed as the principal 
factor in grading the lesions. Of the 53 leiomyo- 
sarcomas, 9 were designated as grade 1, 16 as grade 
2, 12 as grade 3, and 16 as grade 4. 

Total abdominal hysterectomy and bilateral sal- 
pingo-oophorectomy were performed on the great 
majority of 41 patients, who received all their pri- 
mary definitive treatment at the Mayo Clinic. Five 
patients, who were primarily treated elsewhere, 
obtained modified treatment at the Mayo Clinic, 
and 7 patients, who had also been treated else- 
where, had such far-advanced sarcomatosis that 
they received no further therapy at the clinic. Fifty 
of the 53 patients have been followed up for 5 years 
after treatment. Of 25 patients with low-grade 
lesions, 15 were living 5 years later, and of 28 pa- 
tients with high-grade lesions, only 5 were living 
after 5 years. The relationship between the site of 
origin of the lesion within the uterus and the re- 
sults of treatment did not appear to be significant. 
Of 31 patients with lesions apparently limited to 
the uterus, 18 were living 5 years later. Only 1 of 
21 patients who were known to have extension of 
the tumor beyond the limits of the uterus lived 5 
years or more. 

Although nearly 10% of the patients had prior 
irradiation when they were theoretically free of 
malignant disease, no definite relationship between 
the previous irradiation and the production of a 
uterine sarcoma could be established. Palliative 
resection for uterine leiomyosarcoma was of no 
value and may have been detrimental in some in- 
stances. Irradiation therapy in this series has been 
of little or no value in the treatment of leiomyosar- 
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coma of the uterus. It thus seems that the grade 
and the extent of the leiomyosarcoma are the most 
significant prognostic factors. The authors em- 
phasize that prognosis is good only when the leio- 
myosarcoma is limited to the uterus, where it can 
be completely removed surgically. 


Epithelial Changes Preceding Spinal-Cell Carci- 
noma of the Cervix Uteri. J. D. Woodruff and R. F. 
Mattingly. Am. J. Obst. & Gynec. 77:977-989 (May) 
1959 [St. Louis]. 


The authors attempted to determine whether 
well-differentiated epidermoid carcinoma is not 
often preceded by anaplastic changes in the spinal- 
cell layer. The 7 cases presented are felt to 
strengthen the evidence that overactivity in the 
epithelium does not always follow the usual lines, 
but seems to demonstrate anaplastic activity in the 
most superficial zones. The 3 most striking reatures 
of the epithelial changes in this group of cases, 
characterized as spinal-cell hyperactivity of intra- 
epithelial spinal-cell carcinoma, are as follows: 
1. Squamous-cell papilloma with hyperactivity evi- 
denced by hyperkeratosis, acanthosis, papilloma- 
tosis, and individual cell changes, such as nuclear 
clumping, vacuolation of abnormal nuclei, and en- 
larged cells with bizarre nuclei. 2. Tendency to 
intraepithelial keratinization or pearl formation. 
There are usually elongated rete pegs with the 
keratinizing layer extending down into the pegs or 
individual pearls appearing well beneath the sur- 
face layer. Such changes are, of course, seen in most 
striking form in invasive spinal-cell carcinoma. 
3. Proliferation of the stratified epithelium with 
hyperactivity seen in all zones. This demonstrates 
in all layers intraepithelial anaplasia by individual 
cell changes, such as mitosis and variations in size, 
shape, and staining qualities of the nuclei. 

The authors emphasize that certain pitfalls must 
be recognized. Tangential cutting can produce the 
appearance of pear] development in the epithelium. 
Extensive epidermization is a common finding in 
the endocervix and again may lead to the false 
impression of overactivity. Degenerative changes 
due to infection and x-ray therapy produce remark- 
able alterations in nuclei, and these may simulate 
the clumping of nuclear chromatin material re- 
sembling that seen in overactivity of the spinal cells. 
These changes obviously demand further study to 
prove their true nature. 


PEDIATRICS 


The Cirrhoses of the Nursling and the Child. P. 

Monne* and A. Saint-Pierre. Pédiatrie 14:227-247 

(no. 3) 1859 (In French) [Lyons, France]. 
Cirrhosis is a comparatively rare condition in 


infants and children, except in certain regions (the 
Tyrol, the Indies, and various tropical countries). 
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Clinical examination reveals the usual syndrome of 
portal hypertension, jaundice, and hepatic insuff- 
ciency with their biological evidences. A few pecu- 
liarities, however, deserve attention. The early 
symptoms—anorexia and digestive disturbances— 
are not always noticed in children, unless they are 
preceded by frank icterus; consequently, the con- 
dition is often in an advanced stage when it is 
revealed by some objective finding, such as hemor- 
rhage, an enlarged abdomen, or retardation in 
development. Examination will disclose a hard liver, 
hypertrophied. or atrophied, sometimes accompa- 
nied by enlargement of the spleen or by ascites. 
Jaundice is often conspicuous, and pruritus is pres- 
ent. The hemorrhagic syndrome may include pur- 
pura. Hypoglycemia is frequently found. Clubbed 
fingers and genuine hepatic dwarfism may also 
accompany the condition in severe cases. 

The particular anatomohistological, physiopatho- 
genic, and semiologic characteristics found in indi- 
vidual cases of the disease depend on whether it is 
caused by a toxic agent, an infection, a deficiency, 
cardiac or vascular disorders, biliary obstruction, or 
a hereditary constitutional defect. The toxic agents 
principally responsible for cirrhosis in children are 
alcoholic beverages, infusions of herbs injurious to 
the liver, and flour contaminated by various species 
of Senecio. Chief among the cirrhoses of infectious 
origin are those due to the virus of infectious hepa- 
titis or serum hepatitis. Cases of cirrhosis following 
neonatal hepatitis possibly due to a viral infection 
have also been reported. 

The principal form of cirrhosis due to a dietary 
deficiency is undoubtedly kwashiorkor, which is 
found in all tropical countries. Widespread general 
malnutrition, such as that seen in times of famine, 
even in Europe, may also lead to edematous nutri- 
tional dystrophy and, later, typical cirrhosis. Cir- 
rhosis of cardiac origin is rare in children, occurring 
chiefly in those with pericardial symphysis; heart 
disease, congenital or rheumatic, characterized by 
repeated attacks of heart failure; and veno-occlusive 
disease of the liver. Biliary obstruction leading to 
cirrhosis may be the result of obliterative malforma- 
tions of the biliary passages, perinatal hemolytic 
disease, or fibrocystic disease of the pancreas, 
which, because of its generalization, might better 
be called fibrocystic disease of the glandular paren- 
chyma. The clinical manifestations of this condition 
ure more especially those of the syndrome of 
splenomegaly and gastrointestinal hemorrhages due 
to portal hypertension. Cirrhosis due to this cause 
should not be confused with the cirrhosis of the 
same type occasionally seen as a result of poly- 
cystic disease of the liver. The group of constitu- 
tional hereditary cirrhoses includes not only the 
form associated with familial angiomatosis, but also 
those attributable to an enzymatic deficiency, of 
which galactosemia is the most important, or to a 
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disturbance in iron or copper metabolism, i. e., 
hemochromatosis, in which the cirrhosis does not 
appear until after childhood, or Wilson's disease, 
which is a fairly frequent cause of idiopathic cir- 
rhosis in children and young adults. 


Hypoglycemia Complicating Treatment of Phenyl- 
ketonuria with a Phenylalanine-Deficient Diet: 
Report of Two Cases. P. R. Dodge, E. L. Mancall, 
J. D. Crawford and others. New England J. Med. 
260:1104-1111 (May 28) 1959 [Boston]. 


The principal clinical feature of phenylpyruvic 
oligophrenia or phenylketonuria is progressive men- 
tal deterioration. The essential biochemical abnor- 
mality appears to be a deficiency of the enzyme 
phenylalanine hydroxylase, which converts pheny]- 
alanine to tyrosine. As a result of this enzy- 
matic lack, phenylalanine accumulates in excessive 
amounts in the blood, and large amounts of this 
amino acid and its derivatives, phenylpyruvic, phen- 
ylactic, and phenylacetic acids, are excreted in the 
urine. The presence of these phenylketone bodies 
is readily demonstrable by the addition of 10% 
ferric chloride to acidified urine; a green-blue color 
change characterizes the reaction. Interest in phen- 
ylketonuria increased, when it was demonstrated 
that the phenylalanine level in the blood and the 
phenylpyruvic acid content of the urine can be 
reduced if the dietary intake of phenylalanine is 
restricted. Preliminary reports on such a diet sug- 
gested that it may reverse certain of the clinical 
signs of the disease in young children and possibly 
prevent their development in infants with the 
metabolic defect in whom such clinical signs are 
destined to develop. 

The authors describe their experience with phen- 
ylketonuria and its control by dietary measures. 
Their observations were limited to a few patients, 
and the clinical results have been difficult to evalu- 
ate. In 2 of these cases an unexpected complication 
of hypoglycemia, with seizure and coma, devel- 
oped. The first patient’s development was retarded 
from early infancy. When 3 years old, his develop- 
mental age, as assessed by the Cattell scale, was 16 
months; an electroencephalogram was abnormal. 
He was placed on a diet low in phenylalanine, and 
4 days later the urinary phenylpyruvic acid had 
fallen. However, he appeared to find the diet un- 
palatable, and ate only an estimated 20% of the 
prescribed diet. To this, large amounts of “orange 
pop” and an occasional cookie and sips of milk 
were added. He refused a fat emulsion that was 
prescribed as a supplement. About 2 months later 
the patient awakened in the morning drowsy and 
listless. He ate no breakfast and in midmorning was 
discovered unresponsive and convulsive. Shortly 
thereafter he was admitted to the hospital, where 
the seizures were controlled by barbiturates and 
paraldehyde. When the blood sugar was found to 
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be 33 mg. per 100 cc., dextrose was given intra- 
venously and by gastric tube, but the patient re- 
mained unresponsive and died. At autopsy the 
neuropathological changes were all consistent with 
the diagnosis of hypoglycemic encephalopathy, but 
there were no structural alterations to which the 
phenylketonuria could be attributed. 

The second patient survived after the initial 
hypoglycemic episode, and the carbohydrate metab- 
olism could be appraised. Biochemical studies 
failed to disclose deviations from normal carbo- 
hydrate metabolism. The authors suggest that in 
these 2 children hypoglycemia resulted from an 
excessive period of fasting superimposed upon a 
state of chronic malnutrition. The nutritional de- 
ficiency seemed to be due more to a simple refusal 
to take calorically adequate amounts of an un- 
palatable diet than to any intrinsic inadequacy of 
the prescribed regimen or to any unusual disturb- 
ance of the metabolism of carbohydrate related to 
the phenylpyruvic oligophrenia. Hypoglycemia may 
be considered as a complication of the treatment. 
The authors cite another case which indicates that 
hypoglycemia is not an inevitable accompaniment 
of hypoproteinemia and malnutrition in phenyl- 
ketonuric children who refuse the special diet. 


Endocarditis Lenta in Infants and Children. M. R. 
H. Stoppelman and H. A. P. Hartog. Neder. 
tijdschr. geneesk. 103:834-837 (April 18) 1959 (In 
Dutch) [Amsterdam]. 


The authors cite literature reports that indicate 
a low incidence of endocarditis lenta in infants and 
children. This relative rarity is one of the reasons 
why the diagnosis is usually made rather late. An- 
other reason for the delayed diagnosis is that many 
of the symptoms of endocarditis lenta in children 
are the same as those of congenital heart lesions 
without complications. The authors present obser- 
vations on 12 children with endocarditis lenta who 
were observed at the children’s clinic of the Uni- 
versity of Amsterdam. Two of these children had 
acquired, and 10 had congenital heart lesions, 4 of 
the latter having a ventricular septal defect. It was 
suggested by Gold in 1953 that ventricular septal 
defects predispose to endocarditis lenta. Tetralogy 
of Fallot is another congenital heart lesion fre- 
quently associated with bacterial endocarditis. Two 
of the 12 children presented had this combination 
of lesions; both of these children were subjected 
to the Potts operation. There were 2 deaths among 
the 9 children with endocarditis lenta, who were 
treated with antibiotics, chiefly with penicillin, 
sometimes combined with streptomycin. All 3 chil- 
dren not treated with antibiotics died. 

The prognosis varies somewhat depending on 
the micro-organism that causes the endocarditis. In 
subacute bacterial endocarditis caused by staphy- 
lococci, the mortality is still high. For these pa- 
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tients treatment with a combination of antibiotics 
is recommended. This is illustrated by observations 
on 4 of the 12 patients, whose histories are pre- 
sented in detail. 


The Nature of Scarlatinal Arthritis. M1. A. Crea and 
E. A. Mortimer Jr. Pediatrics 23:879-884 (May) 1959 
(Springfield, IIl.]. 


In order to determine the relationship of scarla- 
tinal arthritis to rheumatic fever, 18 patients who 
had joint symptoms early in the course of scarlet 
fever were interviewed and examined after a lapse 
of 1 to 20 years to establish the incidence of sub- 
sequent rheumatic symptoms. Two patients experi- 
enced definite pancarditis during the original 
illness, and the course of the arthritis in 2 other 
patients was highly suggestive of rheumatic fever. 
Subsequent stigmata of rheumatic fever appeared 
in 6 additional patients. Thus, the episode of scarla- 
tinal arthritis probably represented rheumatic fever 
in 8 instances, and possibly in 2 more. This indicates 
that arthritis occurring early in the course of scarlet 
fever should be considered as a manifestation of 
rheumatic fever and that patients with scarlatinal 
arthritis should receive prophylactic treatment 
against streptococcic infections and should be fol- 
lowed by the physician for further evidences of 
rheumatic fever. 


Acute Glomerulonephritis With the Nephrotic Syn- 
drome. S. G. Wilson and W. Heymann. Pediatrics 
23:874-878 (May) 1959 [Sprinefield, IIl.]. 


The authors present the history of 5 children with 
acute glomerulonephritis associated with a mild 
and transient nephrotic syndrome, who were seen 
at the Babies’ and Children’s Hospital, Cleveland, 
between 1948 and 1957. The 5 patients had in the 
early stages of the disease the 4 symptoms of the 
nephrotic syndrome, namely, edema, marked pro- 
teinuria, hypoproteinemia with hypoalbuminemia, 
and hyperlipemia, and thus presented the charac- 
teristic features of the syndrome. These symptoms 
were noted in each case for not longer than 3 to 10 
days, and during this time a diagnosis of childhood 
nephrosis was seriously considered. Clinical and 
laboratory findings suggested, however, that these 
children had acute glomerulonephritis, especially 
as there was rapid clearing of edema and of the 
marked proteinuria without specific treatment. Four 
of the children had beta-hemolytic streptococcic 
infection of the throat, and the 5th child had evi- 
dence of still active infection of the pharynx and 
middle ear at the time of admission. Two of the 
streptococcic cultures were identified as type 12. 
The antistreptolysin “O” titer was elevated in 4 
children. 

All 5 children have been followed for from 5 
months to 5 years since the onset of illness without 
the occurrence of relapses. They were found on 
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reexamination to be in good health. It is suggested 
that steroid treatment should be withheld until the 
diagnostic decision can clearly be made. Steroid 
therapy is certainly unwarranted in acute glomeru- 
lonephritis, and there is no evidence to show that 
postponement of administration of hormones for 1 
or 2 weeks will affect the course of the disease in 
the nephrotic syndrome. 


Leukemia in Twins: Four Personal Observations 
and Review of the Literature. W. H. Hitzig and 
S. Rampini. Helvet. paediat. acta 14:67-97 (May) 
1959 (In German) [Basel, Switzerland]. 


The authors report on 4 pairs of twins with 
leukemia in one or both offspring, who were ob- 
served at the pediatric clinic of the University in 
Zurich, Switzerland. In 2 pairs both twins were 
girls, and in the other 2 pairs both were boys. All 
of the females and 2 of the males were monozygotic 
twins, and 2 males were dizygotic twins. Leukemia 
occurred simultaneously and took the same course 
in one pair of female twins, but it occurred in only 
one offspring of the other 3 pairs of twins. The 
acute paraleukoblastic type of leukemia was ob- 
served in all the patients with the exception of the 
dizygotic male who died of acute paragranulocytic 
leukemia. Of the pair of female twins, both of 
whom had leukemia, both died in the second year 
of life at an interval of 242 months. Of the pair of 
female twins, in whom leukemia occurred in only 
one, both remained alive; the patient was still in 
remission, and the blood picture and the aspect of 
the bone marrow in the healthy sister were normal 
9 months after the onset of the disease in the other 
offspring. Of the pair of monozygotic male twins, 
the patient with leukemia died at the age of 3 
years, while the twin brother was alive and hemato- 
logically healthy at the age of 30 years. 

A review of the literature on leukemia occurring 
in twins showed that the occurrence of the disease 
in both monozygotic offspring is more frequent 
than could be expected by chance. This increased 
incidence may be explained by a hereditary pre- 
disposition or by exogenous factors. For a reliable 
statistical evaluation, it seems necessary that all 
cases of leukemia occurring in twins should be 
published, and not only those which are considered 
as “interesting.” 


Estimation of Severity of the Nephrotic Syndrome 
in Childhood as a Guide to Therapy and Prognosis. 
W. W. McCrory, M. Rapoport and D. S. Fleisher. 
Pediatrics 23:861-873 (May) 1959 [Springfield, IIl.]. 


The degree of clinical and biochemical improve- 
ment observed in 20 children with the nephrotic 
syndrome, who received a similar course of adreno- 
cortical steroid therapy, has been correlated with 
the severity of the existing renal glomerular dam- 
age. It appears that the clinical response of children 
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with nephrosis to hormone therapy and their be- 
havior shortly thereafter can provide the physician 
with information of prognostic value at an earlier 
period in the course of the disease than has been 
possible heretofore. This was especially true in the 
case of patients destined to have a favorable out- 
come. The immediate and long-term therapeutic 
benefits obtained in another group of patients with 
nephrosis, who received sufficient adrenocortical 
hormone therapy to induce and maintain maximal 
improvement in all measurable abnormalities, were 
superior to the results obtained by therapy aimed 
only at control of edema. 


Additional Cases of Cooley’s Anemia. M. Carbonell 
Juanico and R. Roca de Viiials. Rev. espan. pediat. 
15:189-193 (March-April) 1959 (In Spanish) [Sara- 
gossa, Spain]. 


Two cases of thalassemia (Cooley’s anemia) in 
infants, 7 and 9 months old, respectively, were ob- 
served by the authors in the department of pueri- 
culture of the Provincial Maternity Hospital in 
Barcelona, Spain; one case occurred in 1953 and 
the other in 1958. The first patient was in normal 
health up to the age of 2 months, after which he 
became very pale, did not gain any weight, and 
developed marked hepatosplenomegaly. The pa- 
tient had no bone lesions, but examination of his 
blood and that of his parents showed thalassemia 
major in the infant and thalassemia minor in the 
parents. This patient is still living at the age of 6 
years, but he needs blood transfusions at intervals 
of 2 to 4 weeks. A splenectomy did not have any 
effect on the course of the disease. The second 
patient was in normal health up to the age of 5 
months, after which he presented the same symp- 
toms as those observed in the first patient, including 
underweight. This infant, however, did not have 
Mongoloid features or lesions of the bones, and 
radioscopy of the chest was normal. Only on exam- 
ination of the blood of the patient and his family 
was thalassemia major found in the infant, thalas- 
semia minor in a 3-year-old brother, and thalassemia 
minima (latent) in both parents. The authors con- 
clude that Cooley’s anemia is due to a severe re- 
cessive abnormality of the germ plasm. In the 2 
cases reported, the parents and their ancestors were 
natives of Minorca. 


DERMATOLOGY 


Dehydration Therapy in Dermatoses. J. Meyer. 
Presse méd. 67:722-724 (April 11) 1959 (In French) 
[Paris]. 


Patients with dermatoses involving edematous 
infiltrations of the skin at the level of, or around, 


the eruption should be subjected to dehydration ‘ 


therapy. Apart from the cortisone derivatives, the 
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use of which is more and more restricted, the phy- 
sicians have at their disposal dietary methods, such 
as limited fluid intake, a more or less modified 
Kempner diet, and a salt-free simple diet. Mercurial 
diuretics or the slower acting but more manageable 
acetazolamide should be given in association with 
the diet. This combination produces within 2 to 4 
days dehydration, principally by way of diuresis, 
but increased perspiration may contribute to the 
result. The loss of weight is generally around 2 kg. 
(4% lb.), but it may reach 4 or 5 kg. (9 to 11 Ib.). 
The type of dermatosis indicating dehydration 
therapy is primarily eczema and related skin dis- 
eases, such as erythroderma, and edematous vesic- 
ular dermatitis of local or allergic origin. The 
patients with these dermatoses present hypopro- 
teinemia associated with chloride and sodium re- 
tention, changes in the electrolytes, and changes in 
the capillary and dermal permeability leading to 
the formation of edema (the part played by the 
hypersecretion of aldosterone is unknown). The 
disappearance of edema may be the first sign of a 
rapid cure. An evident improvement usually occurs 
in most patients, but total cure is slow. Some pa- 
tients in whom an evident dehydration has no effect 
on the pruritus recover when they regain their 
previous weight. Others again are refractory to 
dehydration. 

Among other skin diseases, pruriginous psoriasis 
responds to this therapy, which should be given for 
a prolonged time in intermittent courses. Some 
cases of urticaria, Quincke’s edema, and Diihring’s 
disease with localized bullous eruption can be im- 
proved. Dermatitis of the legs of patients with vari- 
coses and ulcer of the legs associated with edema 
are also among the principal indications for this 
therapy. The author reports on 28 patients in whom 
dehydration therapy was carried out. Treatment 
brought about a rapid cure in 10; improvement was 
obtained, but other treatments were necessary in 
14; dehydration was ineffective in 2; and immediate 
rehydration occurred in 2. Generally, the success 
obtained by dehydration therapy, even if tem- 
porary, permits the use of energetic topical meas- 
ures which would not have been tolerated before 
dehydration. 


Treatment of Acne Vulgaris: Adjunctive Use of 
Gamma Globulin in Severe Cases. R. L. Sutton, Jr. 
and N. D. Asel. South. M. J. 52:515-522 (May) 1959 
[Birmingham, Ala.]. 


The authors describe a trial of the use of gamma 
globulin in an attempt to control the more severe 
forms of acne. Of 22 patients with extremely severe 
acne (4 women and 18 men), their ages ranging 
from 12 to 26 years, 19 received, in addition to the 
“standard” therapy, gamma globulin [poliomyelitis 
immune globulin (human)]. Clinical experience 
made a comparison between this group of patients 
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and another group of patients whose treatment did 
not include gamma globulin possible. The average 
number of months of treatment per patient was 
13.6. The standard therapy comprised 6 classes of 
therapeutic measures which were applied concur- 
rently in all the patients of this series: (1) evacua- 
tion of the lesions; (2) diet; (3) hormones; (4) x-ray 
therapy; (5) topical medication; and (6) miscellane- 
ous efforts to improve the patient’s health, such as 
treatment of anemia, if present, and removal of foci 
of infection. Gamma globulin was given in a dose 
of 2 cc. intramuscularly, with an interval between 
injections of 2 weeks in one case, one week in most 
of the other cases, and semiweekly in some cases. 

The over-all results of treatment in the 22 pa- 
tients were assessed as good in 10, fair in 4, and 
poor in 8 patients. The beneficial effects of gamma 
globulin in 19 of these 22 patients were classed as 
“much” in 7 patients, as “some” in 6, and as “none” 
in 6. Treatment with gamma globulin appeared to 
be worthwhile in extremely severe cases of acne. 
The mechanism of the sometimes beneficial influ- 
ence of gamma globulin in patients with acne needs 
to be investigated. The results of such investigations 
may bring to light better ways of treatment con- 
cerning patients whose medical care is, on the 
whole, problematic and unsatisfactory. 


Action of 9 Alpha-Fluoro-16 Alpha Methylpredni- 
solone or Dexamethasone in the Treatment of 
Certain Skin Diseases: Consideration of Various 
Cortisone Derivatives. P. Cerutti. Minerva med. 
50:917-920 (March 31) 1959 (In Italian) [Turin, 
Italy]. 


Dexamethasone (9alpha-fluoro-16alpha-methyl- 
prednisolone) was administered for several weeks, 
in daily doses varying from 1 to 5 mg., to 17 pa- 
tients with skin diseases. The concomitant topical 
medication was reduced to a minimum. Of 7 pa- 
tients with psoriasis, almost complete healing of 
the skin lesions was obtained in 2; good results, 
which rendered possible a subsequent surgical op- 
eration and complete remission of the lesions, were 
obtained in 3; and fair results, being only an aid to 
the topical medication, were obtained in 2. An 
initial high dosage of dexamethasone, given to an 
11-year-old boy, who had had for several years 
generalized pustular psoriasis, brought about a 
rapid and marked remission of symptoms. The dis- 
ease, however, recurred, and although it was con- 
tained, the patient’s condition was not improved by 
further treatment with either dexamethasone or 
other cortisone compounds. 

Complete remission of symptoms was obtained 
within a few weeks with daily doses of up to 3 mg. 
of dexamethasone in 3 patients with allergic epi- 
dermitis. Improvement of the skin symptoms was 
obtained in 2 patients with chronic lupus erythema- 
tosus, in one of whom the disease was associated 
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with psoriasis. An initial high dosage, followed by a 
long-term low maintenance dosage of the drug, was 
required for the treatment of the patients with 
lupus erythematosus in order to prevent the recur- 
rence of the disease. One patient with pemphigus 
vulgaris did not respond to the treatment. Com- 
plete remission of the symptoms was observed in 
one patient with pemphigus vegetans by adminis- 
tering an initial daily dose of 5 to 3 mg. of dex- 
amethasone, combined with maintenance daily 
doses of 1.5 mg. Impressive and fairly rapid results 
were obtained with daily doses of from 2 to 4 mg. 
of dexamethasone in 2 patients with mycosis fun- 
goides. The treatment produced decrease or disap- 
pearance of subcutaneovs nodular infiltrations and 
of necrotic ulcerations, and also relief of the sub- 
jective symptoms in a patient with Kussmaul-Maier 
disease. 

Treatment with dexamethasone in this series in- 
dicated that prevention of recurrence of the dis- 
ease required use of an initially moderate dosage 
along with a subsequent low maintenance dosage, 
given for an extended period of time. It seems that 
the anti-inflammatory action of dexamethasone was 
about 7 times more potent than that of prednisone 
in terms of dosages used. A few mild side-effects 
were observed, which consisted of gastric disturb- 
ance in 2 patients and slight upward tendency of 
the arterial blood pressure in patients who already 
had hypertension. 


UROLOGY 


Clinicobiological Observations in a Group of Pa- 
tients with Carcinoma of the Prostate Treated with 
Polyestradiol Phosphate (PEP). G. M. Molinatti and 
M. Olivetti. Minerva med. 50:745-750 (March 14) 
1959 (In Italian) [Turin, Italy]. 


Polyestradiol phosphate (PEP) was given to 9 
patients with carcinoma of the prostate for a period 
of 4 to 10 months. The drug was administered 
intramuscularly in doses of 80 mg. every fortnight 
for 2 months, and once a month afterward, to 4 
patients who had not previously received a hor- 
monal treatment. The drug was administered in a 
dose of 80 mg. once a month to 2 patients with an 
advanced type of carcinoma of the prostate, who 
had been previously treated with stilbene com- 
pounds. Chemotherapy, consisting of the adminis- 
tration of an initial dose of 120 mg., followed by 
doses of 40 mg. of PEP given every 10 days, was 
combined with orchiectomy in 3 patients with an 
advanced form of carcinoma of the prostate, who 
had been previously treated with, and had scarcely 
responded to, the stilbene compounds. 

The administration of PEP exerted the following 
effects in patients who had not previously received 
other hormones: 1. Gynecomastia developed within 
a period of 30 to 50 days after beginning of the 
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treatment. 2. Serum acid phosphatase level de- 
creased in 2 patients and was restored to normal in 
2. 3. The erythrocyte sedimentation rate (ESR) was 
decreased in 3 patients and was normalized in 1. 
4. There was improvement or subsidence of vesical 
symptoms. 5. There was no evidence of osseous 
metastases. PEP brought about improvement in 
general health and vesical symptoms, along with 
decrease in ESR and serum acid phosphatase levels 
in patients who had benefited from previous treat- 
ment with stilbene compounds. Fair results were 
obtained with PEP in patients who had scarcely 
responded to the previous treatment with stilbene 
compounds, Initially the drug produced in this 
subgroup improvement in general health, vesical 
symptoms, and pain in the bones, decrease in both 
ESR and serum acid phosphatase levels, and slight 
amelioration of the roentgenologic pictures. Orchi- 
ectomy was performed when clinical and biological 
improvements became manifest. Two of the patients 
subjected to orchiectomy had a stationary condition 
after 9 months of treatment, but the disease re- 
sumed its progressive course in a third patient after 
5 months of apparent improvement. PEP produced 
in this series similar or slightly better results than 
those obtained with stilbene compounds, although 
further investigation is necessary for a more definite 
appraisal. 


Herpes Zoster Involving the Urinary Bladder. 
R. Meyer, H. P. Brown and J. H. Harrison. New 
England J. Med. 260:1062-1065 (May 21) 1959 
[Boston]. 


The authors add 2 new cases to reports of urinary 
retention and lesions of the bladder secondary to 
herpes zoster, cited in the literature. The patients 
were women, aged 70 and 76 years, respectively. 
While neither patient gave a history of varicella, 
the first of the 2 women was exposed to this disease 
before the characteristic lesion of herpes zoster 
developed. She was noted to have 2 vesicular lesions 
on the left ureteric ridge that 6 days later pro- 
gressed to a severe hemorrhagic and exudative 
cystitis, with greater involvement on the same side 
as the cutaneous lesion. The second patient was 
cystoscopically observed to have a_ nonspecific 
chronic cystitis on the 52nd hospital day. Cysto- 
scopic examination early in the course of the dis- 
ease in this patient might have revealed the pres- 
ence of the characteristic herpetic lesions of the 
bladder, but once generalized chronic cystitis su- 
pervenes, it is not possible to reconstruct the initial 
appearance of the vesical mucosa. The develop- 
ment and healing of the mucosal and neurogenic 
vesical lesions in both cases appeared to lag several 
days behind that of the skin lesions. 

Herpes zoster begins in the posterior root or 
dorsal root ganglions and may extend peripherally 
to skin and viscera or centrally to the posterior 
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horn cells. The authors cite a 1939 review of cases 
of herpes zoster in which 6 cases of genitourinary 
involvement were detected among 42 with visceral 
manifestations of herpes zoster. While the 6 pa- 
tients had dysuria, frequency, and hematuria, uri- 
nary retention was absent. It is suggested that this 
can best be explained by the fact that the lowest 
level of involvement was the 4th lumbar segment; 
vesical dysfunction with this disease would neces- 
sitate involvement of the 2nd, 3rd, and 4th sacral 
segments. A mild inflammatory process in the dorsal 
root area seems to have an irritative effect, causing 
hypertonia of the bladder; a more severe reaction, 
with extension to the meninges, spinal cord, and 
possibly the anterior horn cells as well, leads to 
vesical hypotonia and urinary retention. It appears, 
therefore, that irritative or paralytic vesical symp- 
toms depend more upon the extent and severity of 
involvement of neural tissue than upon the amount 
of vesical disease. 

Specific therapy for herpes zoster is unknown. 
Vesical involvement, with neurogenic dysfunction 
or herpetic cystitis or both, may lead to fulminat- 
ing infection or a detrusor eventually replaced by 
fibrous tissue. Sulfonamides are often effective in 
the control of secondary infections of the urinary 
tract. Severe cystitis, particularly when accom- 
panied by systemic reactions, should be treated by 
specific antibiotics. Since the loss of integrity of 
parasympathetic innervation contributes to vesical 
hypotonia, the administration of a parasympathomi- 
metic drug will increase detrusor tone and result 
in a more rapid return to normal micturition. 


OTOLARYNGOLOGY 


Neurilemmoma of the Hypoglossal Nerve: Report 
of a Case. C. D. Winborn, D. M. Martinez, B. F. 
Holding Jr. and J. B. Hutcheson. A. M. A. Arch. 
Otolaryng. 69:583-588 (May) 1959 [Chicago]. 


The authors report the case of a 35-year-old 
woman who was admitted to the Baylor University 
Hospital in Dallas, Texas, for a mass in the throat 
and difficulty in swallowing. The results of her 
neurological examination were completely normal. 
In the left side of the lateral pharyngeal area there 
was an ovoid, firm tumor that displaced the tonsillar 
pillars anteriorly and was covered by normal 
mucosa. The soft palate was displaced anteriorly 
and medialward. The mass occupied about one- 
half of the aperture of the faucial isthmus. The 
tumor extended from the base of the skull to the 
tip of the epiglottis. In the neck a firm mass was 
palpable along the anterior border of the sterno- 
mastoid muscle and extended from the greater 
cornu of the hyoid bone to the mastoid process. The 
mass was semifixed, but the skin was freely mov- 
able. The tip of the parotid gland also felt slightly 
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nodular and prominent. A biopsy specimen was 
then obtained with the aid of local anesthesia; it 
was compatible with neurilemmoma. 

Four days later a low tracheostomy was per- 
formed under local anesthesia, and through this, 
endotracheal general anesthesia was then carried 
out. With the aid of a submandibular incision, made 
from the greater cornu of the hyoid bone curving 
upward below the angle of the sternomastoid mus- 
cle to the mastoid tip, the tumor was visualized 
as a well-encapsulated tubular-shaped mass. It ex- 
tended to the base of the skull. The tumor was 
separated in this area by blunt finger dissection. It 
was then discernible that the tumor completely 
encompassed the hypoglossal nerve and appeared 
to be arising directly from it. The tumor could be 
separated from the hypoglossal nerve by a stripping 
type action until the descending branch of the 
hypoglossal nerve was observed. But in this area 
further stripping of the tumor was impossible, and, 
therefore, the nerve was sectioned. The remaining 
portion of the tumor was then dissected with rela- 
tive ease. The hypoglossal nerve was anastomosed 
end-to-end, and the wound closed. Immediately 
after the operation the patient had paralysis of the 
left hypoglossal nerve, together with a paralyzed 
left vocal cord resulting in hoarseness and dys- 
phagia which cleared 6 months after the operation. 
The hypoglossal nerve showed evidence of re- 
covery. 

Neurilemmoma is a benign tumor of nerve-sheath 
origin that occasionally arises from the cranial 
nerves as they traverse the neck. Two previous cases 
of a pharyngeal neurilemmoma arising from the 
hypoglossal nerve were collected from the litera- 
ture. The authors’ case is the third of this type. The 
preoperative diagnosis of neurilemmoma can only 
be ascertained with certainty by familiarity with 
the characteristics of pharyngeal tumors, by a high 
index of suspicion, and, above all, by adequate 
tissue biopsy. There appears to be much contro- 
versy over the best avenue of surgical approach 
and the relative merits of tracheostomy. It appears 
that the intraoral approach would be limited to 
relatively small, extremely well-demarcated tumors. 
The external approach seems more widely applica- 
ble regardless of the size of the tumor. It has the 
obvious advantages of adequate exposure with 
identification and protection of important  struc- 
tures. Whenever there is chance of injury to the 
vagus nerve or its laryngeal branches, tracheostomy 
should be performed. 


A Simple and Effective Treatment for Otitis. C. S. 
Linton. Missouri Med. 56:539-542 (May) 1959 [St. 
Louis]. 


- No one should attempt to treat an ear who can- 
not clearly visualize the ear and understand what 
he sees. This is an old axiom in otology, which has 
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been frequently disregarded in recent years as a 
result of the effectiveness of antibiotics, given by 
the general practitioner and the pediatrician. It is 
not uncommon, however, in the office of the spe- 
cialist to see patients who have been treated for 
“sore ears” or blockage of hearing by many injec- 
tions of antibiotics over a period of weeks, when 
the trouble is due entirely to accumulated debris 
or a bit of impacted cerumen against the eardrum. 
The first essential in any treatment, therefore, is to 
be able to see and to know whether the objects 
seen are tissue or foreign matter, and, if tissue, 
whether it is normal or abnormal. Failure to meet 
this requirement demands that the patient be re- 
ferred immediately. The next essential in treatment 
is that, if debris is present, the doctor must be able 
to clean and dry the ear thoroughly. 

Twenty-five patients with acute otitis media, 24 
with chronic otitis media, and 83 with external 
otitis were given the same local and systemic treat- 
ment without any attempt to classify them accord- 
ing to the cause of the trouble or the type of in- 
fection. Systemic treatment consisting of an anti- 
biotic, such as Achromycin or Chloromycetin, was 
used in most cases of acute otitis media and in 
others in which there was fever, marked swelling, 
or pain. The treatment consisted of thorough clean- 
ing of the ear at each treatment, followed by 10% 
aqueous Mercurochrome and then sulfadiazine 
powder. It is believed that the physical drying 
effect of the powder is just as important as its anti- 
septic properties. The powder must not be used in 
excess or in too small a quantity, but may vary 
according to the amount of discharge. It should be 
applied with a powder blower. Most cases re- 
sponded within 1 to 3 treatments and in 4 or 5 days. 
The results are far better than with any other 
treatment used by this author. 


Rhi ycosis: Report of a Fatal Case. H. W. 
Smith and E. Yanagisawa. New England J. Med. 
260:1007-1012 (May 14) 1959 [Boston]. 


The authors report a fatal case of rhinomucormy- 
cosis in a 39-year-old man who was admitted to the 
Grace-New Haven Community Hospital in New 
Haven, Conn., because of pain and loss of vision 
in the right eye. The illness had begun 2 days pre- 
viously with the gradual onset of a dull, steady, 
nonradiating pain to the frontal region of the head 
on the right. On the day before admission, vision 
in the right eye, which was bulging forward, was 
still present but blurred. At this time a brief attack 
of dark bloody discharge from the right nostril 
occurred. There was a 12-year history of irreg- 
ularly controlled diabetes mellitus. On physical 
examination, proptosis of the right eye was ob- 
served. The clinical impression was that the mass 
in the orbit or middle cranial fossa was an abscess. 
The patient was given 20 units of isophane insulin 
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and antibiotic treatment with chloramphenicol and 
penicillin. Twelve hours after admission, examina- 
tion of the nose, after removal of the dried bloody 
nasal discharge, revealed gray-black right middle 
and inferior turbinates. A clinical diagnosis of 
rhinomucormycosis with orbital extension was 
made. Twenty-four hours after admission, a biopsy 
specimen was obtained from the nasal cavity. 
Microscopic sections prepared from the gray-black 
turbinates and the ethmoid-sinus mucosa showed 
large, branching, nonseptate hyphae. Cultures 
taken at operation readily grew out the fungus, 
which was identified as Rhizopus. Left-sided hemi- 
plegia occurred on the third hospital day; the pa- 
tient became comatose and died on the following 
day. Autopsy revealed a large growth of fungus in 
the operative site. Hyphae were found in sections 
of the tissues throughout the nasal cavity, meninges, 
brain substance, dural sinuses, and major cerebral 
arteries. 

Twenty-two cases of rhinomucormycosis have 
been collected from the literature. Of the 22 pa- 
tients, 18 had diabetes mellitus, and 20 died. The 
diagnosis was made in 4 while they were living 
and in the remaining on autopsy. The disease was 
successfully controlled in 2 patients who survived. 
Rhinomucormycosis, a fungous infection of the 
nose and paranasal sinuses, is usually fatal as a 
result of rapid extension to the orbit and cranial 
cavity. Presenting signs are most often neurological 
and centered about the orbit. Diabetes mellitus 
has been the most frequent concurrent disease. The 
diagnosis should be suspected in any patient with 
diabetes mellitus presenting a rapidly progressive 
orbital neurological deficit. At that stage of pro- 
gression, the diagnosis can be confirmed by ex- 
amination of the nose and sinuses. Rhizopus has 
been the most frequent causative agent. It is be- 
lieved that early recognition of the disease, while 
it is still confined to the nose, sinus, and orbit, may 
provide opportunity for survival. 


The Role of Bronchography in the Diagnosis of 
Bronchogenic Carcinoma. K. E. Wilt, N. C. An- 
drews, C. V. Meckstroth and others. Dis. Chest 
35:517-523 (May) 1959 [Chicago]. 


To evaluate the usefulness and accuracy of 
bronchography in the differential diagnosis of 
bronchogenic carcinoma, the hospital records, 
roentgenograms, and bronchograms of 1,408 pa- 
tients with various pulmonary lesions, who were 
subjected to bronchography between January, 
1952, and December, 1955, were reviewed by the 
authors. A clinical diagnosis of carcinoma of the 
lung was made in 259 of these patients, with histo- 
logical proof available in 236. A bronchial block 
was demonstrated by bronchography in 210 pa- 
tients, while the remaining 26 showed normal 
bronchograms. The cell type of tumor per se bore 
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no relation to the presence or the absence of a 
bronchial block. The majority of patients had 
squamous-cell carcinomas, fewer patients had un- 
differentiated carcinomas, and only a small group 
had adenocarcinomas. The bronchial block oc- 
curred in the main bronchus in about one-fifth of 
the patients, in a lobar bronchus in slightly over 
one-half, and in the segmental bronchus in about 
one-quarter. Bronchoscopy was most effective in 
establishing the diagnosis in patients with bronchial 
obstruction in the main bronchus. In less than half 
of the patients with a lesion in the lobar bronchus 
and in one-third of those with a neoplasm of a seg- 
mental bronchus was bronchoscopy of diagnostic 
value. This supports the observation that in the 
more peripheral lesions the diagnosis of malignancy 
is difficult to establish by bronchoscopy. The use- 
fulness of bronchography, however, becomes ap- 
parent in that in this series 54% of the patients with 
carcinoma in a segmental bronchus could undergo 
resection, while the lesion could be resected in only 
35% of those with involvement of a main bronchus. 

The high incidence of neoplasms in the presence 
of bronchial block in these patients would suggest 
that any patient in the carcinoma age group with 
wn acute or chronic pulmonary lesion demonstrated 
by roentgenography, who does not respond to spe- 
cific therapy within a period of several weeks, 
should be investigated by bronchography. If the 
urea of “unresolved pneumonia” remains and bron- 
chial block is absent by bronchographv, the clini- 
cian may continue his care of the patient without 
too much concern about bronchogenic carcinoma. 
In this series there were only 3 patients with 
bronchographic evidence of bronchogenic carci- 
noma in whom the diagnosis was found at operation 
to be a nonmalignant lesion. 


THERAPEUTICS 


The Influence of Corticosteroid Hormones on 
Tuberculous Inflammation. O. A. Ouvarova. Rev. 
tuberc. 22:1127-1141 (Dec.) 1958 (In French) [Paris]. 


The author reports the results of experiments 
performed on guinea pigs in the tuberculosis insti- 
tute of the Academy of Medical Sciences in Mos- 
cow, USSR. Short-term treatment (15 days) with 
corticosteroid hormones (corticotropin and_ corti- 
sone) in experimental tuberculosis brings about a 
diminution in the inflammatory reaction at the site 
of inoculation and a restriction in the generaliza- 
tion of the tuberculous process. There is, however, 
an evident difference in the action of these corti- 
costeroid hormones on the inflammatory process. 
Corticotropin exerts in the guinea pig a most varied 
effect on the connective tissue; it promotes the 
activity of the different elements, increasing the 
phagocytic property and contributing to the re- 
sorption of the specific inflammatory foci. The ac- 


959 
171 


204/364 


tion of cortisone is more limited; it contributes to 
the disappearance of the exudative process of the 
inflammation, and gives the foci a proliferative 
character. The action of desoxycorticosterone is 
characterized by an increase in the inflammatory 
reaction in the form of infiltration of the tuber- 
culous foci by polymorphonuclear leukocytes and 
by liquefaction of the caseous masses. An overdos- 
age of the hormones has a depressing action on the 
animals and leads to exacerbation of experimental 
tuberculosis in case of repeated inoculation. 


Action of Nitroglycerin on the Coronary Circula- 
tion in Normal and in Mild Cardiac Subjects. 
N. Brachfeld, J. Bozer and R. Gorlin. Circulation 
19:697-704 (May) 1959 [New York]. 


Glyceryl trinitrate (nitroglycerin) has been used 
extensively as a coronary vasodilator. Its remark- 
able clinical effect has been presumed to be related 
to a direct action on the smooth muscle of the 
coronary arterioles. This report presents studies of 
changes induced by the drug in 10 normal or nearly 
normal subjects. One patient had clubbing with 
normal pulmonary and cardiac diagnostic studies; 
1 had a small atrial septal defect; 1 had a grade 1 
diastolic murmur of aortic insufficiency without 
changes in blood pressure; 2 had basal systolic 
murmurs of grade 2 intensity without other ab- 
normality; 1 had a functional apical grade 2 systolic 
murmur; and in 4 cardiac examination revealed 
completely normal results. The administration of 
glyceryl trinitrate was followed by increased myo- 
cardial oxygen consumption. Presumably related to 
this increased oxygen demand, coronary flow in- 
creased, mediated by a lowered coronary vascular 
resistance. The increase in myocardial metabolism 
was associated with unchanged cardiac work and a 
fall in myocardial efficiency. These changes were 
considered consistent with in vitro observations of 
increased oxygen consumption induced by nitrites 
during oxidative phosphorylation. In these patients, 
cardiac output was essentially unchanged, while 
blood pressures decreased minimally. There were, 
however, significant decreases in pulmonary artery, 
pulmonary wedge, and right atrial pressures sug- 
gesting a relaxation of venomotor tone. Caution is 
urged concerning the occasional severe hypotensive 
effects of glyceryl trinitrate. 


Effect of Nitroglycerin on the Coronary Circulation 
in Patients with Coronary Artery Disease or In- 
creased Left Ventricular Work. R. Gorlin, N. Brach- 
feld, C. MacLeod and P. Bopp. Circulation 19:705- 
718 (May) 1959 [New York]. 


The coronary, pulmonary, and systemic circula- 
tory dynamics and the myocardial gaseous metab- 
olism were studied before and after the sublingual 
administration of glyceryl trinitrate (nitroglycerin) 
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in 17 patients, 14 of whom had angina pectoris. 
Group 1, the “coronary” group, included 7 patients 
with coronary sclerosis and angina pectoris. Group 
2, the “work” group, included 10 patients: 3 with 
mitral insufficiency, 4 with aortic stenosis, and 3 
with aortic insufficiency; 7 of the 10 had angina 
pectoris. All the patients were classified in disabil- 
ity groups 3 or 4 according to criteria of the Amer- 
ican Heart Association. 

Glyceryl trinitrate caused a decrease in cardiac 
output, blood pressure, and left ventricular work in 
both “coronary” and “work” groups and caused a 
fall in systemic and pulmonary venous pressures. 
Coronary blood flow and myocardial oxygen con- 
sumption were slightly increased at rest with a 
slightly decreased myocardial efficiency as com- 
pared to normal. Coronary vascular resistance was 
normal. After the administration of glyceryl trini- 
trate, coronary vascular resistance remained essen- 
tially fixed; coronary flow and oxygen consumption 
were unchanged or actually decreased; and eff- 
ciency fell. These findings are believed related to 
prior exhaustion of the available vasodilator ca- 
pacity of the heart, either by intrinsic coronary 
arterial obstruction or through hemodynamic over- 
loading of the left ventricle by disease. The differ- 
ence in reactivity between normal and diseased 
coronary circulations is believed t6 afford an ob- 
jective physiological method of assessing the func- 
tional adequacy of the coronary circulation. 


ACTH or Adrenocortical Steroid Therapy of Pro- 
teinuria in Adolescents and in Adults. T. S. Danow- 
ski, F. M. Mateer and A. J. Puntereri. Am. J. M. Sc. 
237:545-558 (May) 1959 [Philadelphia]. 


The authors report on 36 male and 18 female 
patients, between the ages of 11 and 69 years, with 
proteinuria, who were treated with corticotropin 
(ACTH) or adrenocortical steroids given in phar- 
macological doses for 1 to 30 months or longer. Of 
the 54 patients, the probable nature of the renal 
lesion was established by a percutaneous needle 
biopsy of the kidney in 30, and by autopsy in 4. 
This group of 34 patients consisted of 11 patients 
with membranous glomerulonephritis, 5 with sub- 
acute glomerulonephritis, 9 with chronic glom- 
erulonephritis, 3 with pyelonephritis, 2 with inter- 
capillary glomerulosclerosis, and 1 each with lob- 
ular glomerulonephritis, arteriolar nephrosclerosis, 
sarcoidosis, and possible disseminated lupus ery- 
thematosus. In the remaining 20 patients, a clinical 
diagnosis of nephrotic syndrome of unestablished 
causation was made in 7, chronic glomerulone- 
phritis in 11, nephrotic syndrome and diabetes 
mellitus in 1, and acute glomerulonephritis in 1. 

Of the 54 patients, 4 were lost to follow-up, 15 
died in uremia or after cerebrovascular accidents 
presumed to represent the usual sequence of renal 
disease, 9 remained completely well, and protein- 


195! 
Vv. 


Vol. 171, No. 3 


uria persisted in the remaining 26. Of the 9 patients 
whose proteinuria cleared, 2 had a_ histological 
diagnosis of membranous glomerulonephritis, 4 had 
a clinical diagnosis of nephrotic syndrome, and of 
the remaining 3, one each had proved pyelone- 
phritis, suspected lupus erythematosus, and sar- 
coidosis. Complete disappearance of proteinuria did 
not occur in any of the patients with histological or 
clinical evidence of subacute or chronic glomeru- 
lonephritis or in the one patient with lobular glo- 
merulonephritis. The results obtained are sufficient- 
ly encouraging to warrant the expense and the po- 
tential hazard of adrenocortical steroid therapy in 
patients with membranous glomerulonephritis and 
in those with miscellaneous entities, such as dis- 
seminated lupus erythematosus, sarcoidosis, and 
pyelonephritis, in view of the remissions observed. 
Such a recommendation cannot be made in patients 
with chronic or subacute glomerulonephritis or in 
those with diabetic nephropathy. In view of the 
occurrence of major complications, such as attacks 
of anxiety, confusion, or actual psychosis, major 
infections, and abdominal symptoms and signs, in 
33 of the 54 patients during the initial 4-week 
period of intensive therapy, it would appear desir- 
able to limit treatment to the intermittent adminis- 
tration of ACTH and steroids, and to eliminate an 
initial course of continuous ACTH or steroid ad- 
ministration. 


Use of Buccal Trypsin in Two Diabetics with the 
Nephrotic Syndrome: A Preliminary Report. R. Neu- 
bauer, J. Esposito and A. Sindoni. Am. J. M. Sc. 
237:559-565 (May) 1959 [Philadelphia]. 


The authors report on a 33-year-old man and a 
55-year-old woman with diabetes mellitus asso- 
ciated with the nephrotic syndrome, who were 
treated with trypsin administered by mouth. Both 
patients were given between 4 and 12 tablets, each 
containing 2.5 mg. of the purified pancreatic 
enzyme, daily for periods up to 9 months. With the 
oral route, it thus became possible to administer 
easily 30 mg. of trypsin across the membranes of 
the mouth daily. A soft tablet, recently made avail- 
able, proved less irritating and more acceptable to 
the patients. A kidney biopsy specimen obtained 
from the man revealed diabetic glomerulosclerosis 
(Kimmelstiel-Wilson findings). In the woman, clin- 
ical and laboratory findings likewise suggested this 
syndrome, but the renal biopsy specimen obtained 
from this patient was more compatible with chronic 
glomerulonephritis or lipid nephrosis. Both patients 
showed marked clinical and laboratory improve- 
ment from the administration of large doses of 
trypsin by mouth over a prolonged period. Toxicity 
to the pancreatic enzyme has been practically 
negligible. 

The mode of action of trypsin in these patients 
is unknown; one could not even hypothesize as to 
why such responses occurred in the nephrosis of 
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the 2 patients. The clearance of infection may have 
played a part. Perhaps there were 2 spontaneous 
remissions, but one of the authors, who has special- 
ized in diabetes mellitus and has treated many 
patients with nephrosis, feels that the observations 
made in the 2 patients represent more than coinci- 
dence. Primary insulin deficiency in patients with 
diabetes mellitus and the addition of a pancreatic 
enzyme provoke speculation. Much more study is 
warranted both in renal infection and in the entire 
infected nephrotic stage of renal failure. 


Psychosedatives—Tranquilizers, with Special Ref- 
erence to Use and Abuse of Meprobamate (Equanil, 
Miltown, Restinil): Review. J. Schou. Ugesk. leger 
121:649-656 (April 23) 1959 (In Danish) [Copen- 
hagen]. 


Meprobamate has attained incredible popularity 
among both physicians and the general public. In 
Denmark, with about 4.5 million inhabitants, a 
total of 24,478,269 Gm. of meprobamate was sold 
in 1958. Suicide by ingestion of meprobamate is 
often attempted; 25 cases have been published in 
the literature, and 62 additional cases have to date 
been reported in Denmark. Abstinence symptoms, 
like those after barbituric addiction, are frequent 
after the abrupt withdrawal of meprobamate taken 
in doses of about 1.2 Gm. daily. The comatose in- 
toxication which may be seen after ingestion of 
only 6 Gm. of meprobamate is a dangerous condi- 
tion when untreated and may prove fatal. When 
the condition is treated as for barbituric acid in- 
toxication, most of the patients survive. Many ex- 
amples are seen of development of tolerance, 
excessive self-medication, and formation of both 
psychological and pharmacological dependence 
through the use of meprobamate. Euphoria may 
also develop. The conditions are present for me- 
probamatism. Not more than 25 to 50 tablets, of 
400 mg. per tablet, should be prescribed, and to 
prevent drug addicts from accumulating prescrip- 
tions from various doctors, prescriptions for me- 
probamate should not be issued to persons unknown 
to the practitioner. 


The Diuretic Effects of Hydrochlorothiazide in 
Congestive Heart Failure, Cirrhosis, Chronic Renal 
Disease and Hypertension: Preliminary Report 
Based on a Study of 28 Cases. M. A. Sackner, A. A. 
Wallack and S. Bellet. Am. J. M. Sc. 237:575-584 
(May) 1959 [Philadelphia]. 


The authors report on 20 men and 8 women, 
between the ages of 22 and 94 years, 15 of whom 
had congestive heart failure, 6 portal cirrhosis, 4 
chronic renal disease, and 3 hypertension. These 28 
patients were admitted to the Philadelphia General 
Hospital and were treated with hydrochlorothiazide 
(Hydrodiuril), a diuretic agent, administered by 
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mouth for periods ranging from 2 to 19 days. The 
daily dose of the drug varied between 50 and 300 
mg. Ten of the 15 patients with congestive heart 
failure showed a good response, with an average 
daily loss of weight of 2.4 Ib. (1.1 kg). Of the 6 pa- 
tients with ascites associated with portal cirrhosis, 
5 initially showed a fair or good response to the 
drug, but only 2 were reduced to “dry weight.” Of 
the 4 patients with chronic renal disease associated 
with uremia and hypoalbuminemia, one showed a 
fair response to the drug, but no diuretic response 
occurred in the others. 

Hydrochlorothiazide thus proved to be a potent 
diuretic when given orally, particularly in patients 
with congestive heart failure. It was of limited 
value in patients with cirrhosis and renal disease. 
Chloride was excreted in the urine in considerable 
amounts, with sodium and potassium in varying 
proportions. The most important untoward effect 
of hydrochlorothiazide was the occurrence of hypo- 
potassemia secondary to increased potassium ex- 
cretion. This was particularly pronounced in pa- 
tients with liver disease. It was the authors’ im- 
pression that hydrochlorothiazide was comparable 
to chlorothiazide in diuretic effectiveness. 


Clinical Experience with Oxamycin. J. B. Ryder. 
Dis. Chest 35:524-527 (May) 1959 [Chicago]. 


The author reports a clinical trial with cycloserine 
(Oxamycin) in the treatment of 41 patients with 
far-advanced pulmonary tuberculosis, who had 
demonstrated bacterial resistance to the commonly 
used drugs. A 6-month period of treatment was 
started on Dec. 1, 1955, during which the patients 
were given cycloserine alone in a dosage of 500 mg. 
daily in 2 equally divided doses. The dosage was 
increased on March 1, 1956, to 750 mg. given daily 
in 3 equal doses at 8-hour intervals, and 300 mg. 
of isoniazid was also added. The patients were 
assessed by ordinary roentgenography each month 
and by tomography every 3 montis. 

Of the 41 patients entering the trial, 13 aban- 
doned treatment for various reasons. Seven of these 
patients demonstrated toxic symptoms related to 
the central nervous system, but 4 of them had 
shown minor mental aberrations prior to treat- 
ment. In 27 of the 28 patients completing the trial, 
weight gain occurred, varying from 2 to 16 lb. 
(0.9 to 7.3 kg.). Appreciable weight loss was noted 
in only one patient. Considerable improvement in 
general condition occurred in 6 of the 28 patients, 
and there was clinical failure in only one patient. 
Three patients, who were on the borderline of 
respiratory insufficiency, died. Healing of skin 
sinuses occurred in 2 patients with bronchopleural 
fistula and empyema. Conversion of sputum cul- 
tures to negative was achieved in 8 of 21 patients 
who demonstrated a positive sputum prior to treat- 
ment. 


MEDICAL LITERATURE ABSTRACTS 


J.A.M.A., Sept. 19, 1959 


Roentgenologic examination after termination of 
treatment revealed little change. Most of the pa- 
tients had far-advanced chronic cavitary disease, 
and although some fluctuation in cavity size oc- 
curred in a few patients, no constant pattern was 
noted. Follow-up examination 12 months after the 


completion of the initial treatment included infor- 


mation on the 8 successfully treated patients. 
Roentgenograms showed no changes, and sputum 
cultures were still negative. 


PATHOLOGY 


Cytological Diagnosis of Plasma-Cell Myeloma 
(Kahler’s Disease). P. Lopes Cardozo and F. de 
Boer. Neder]. tijdschr. geneesk. 103:778-785 (April 
11) 1959 (In Dutch) [Amsterdam]. 


The authors present observations on 48 patients 
with plasma-cell myeloma, 35 of whom they ob- 
served in Leiden over a period of 10 years. Skeletal 
pain, spontaneous fractures, and signs of insuffi- 
ciency of the bone marrow and of the kidneys are 
the symptoms of the classical form of the disease. 
Other signs are an extremely high sedimentation 
rate and albuminuria, with Bence Jones proteinuria. 
The appearance of any of these signs in patients of 
middle age or beyond should make the physician 
suspect plasma-cell myeloma; the diagnosis can 
then be verified by puncture of the bone marrow, 
by the characteristic protein spectrum, and gen- 
erally by the characteristic skeletal abnormalities 
in the roentgenogram. The complete symptomatol- 
ogy exists only in the later stages of the disease; in 
the early stages the clinical picture varies greatly. 
After discussing some of the variations in localiza- 
tion, clinical symptoms, and roentgenologic aspects, 
the authors concentrate on the cytological diagnosis. 

The electrophoretic examination of the protein 
spectrum shows 1 or 2 sharp points, usually in the 
gamma globulins and in the beta globulins. Ab- 
sence of abnormal peaks in the protein spectrum 
does not prove that the protein picture is normal, 
because in these cases the urine may still contain 
Bence Jones protein. The cytological diagnosis of 
plasma-cell myeloma is absolutely certain when 
class 5 cell type is recognized. (In the classification 
of tumor cells, class 1 indicates a benign aspect; 
class 2 indicates atypia not of malignant origin; 
class 3 [doubtful] and class 4 [suspicious] make 
malignancy more or less probable; and with class 
5 cells malignancy is highly probable.) The bone 
marrow punctate of patients with plasma-cell 
myeloma usually shows 20% or more, but sometimes 
less, malignant, oval plasma cells. They measure 
from 15 to 25 » in the greatest diameter, and the 
nucleus has an excentric location and is usually 
basophilic. The cytological picture of plasma-cell 
myeloma can be divided into 3 groups according to 
the degree of malignancy (3 degrees of dedifferen- 
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tiation). In 5 of 40 cases the diagnosis was readily 
established by directed bone puncture (“precise 
location” puncture of the skeleton) with a thin 
needle. In one patient the diagnosis was first estab- 
lished by lymph node puncture only, and was con- 
firmed a year later by the classical method of 
sternal puncture and by the electrophoretic spec- 
trum. The relationship between the cytology and 
the histology and between the cytology and the 
roentgenologic aspects of plasma-cell myeloma is 


discussed. 


Diabetic Arthropathy. N. R. Haagensen and @. 
Aagenaes. Ugesk. lager 121:569-572 (April 9) 1959 
(In Danish) [Copenhagen]. 


In rare cases diabetes mellitus is complicated by 
a diabetic arthropathy. This late diabetic complica- 
tion, first described by Jordan in 1936, is a chronic, 
deforming, primarily painless or nearly painless 
joint affection always localized to the tarsus. Gradu- 
ally the foot becomes deformed, with tendency to 
eversion and outward rotation. Sometimes trauma 
accelerates the development of the symptoms. Be- 
cause of certain similarities to late syphilitic arthrop- 
athy, it is sometimes called Charcot’s joint. In the 
76 cases found by the authors in available literature, 
the patients’ ages varied from 23 to 69 years. In 
practically all the cases signs of diabetic neurop- 
athy were present. Two cases observed for a long 
time are described. Examination of the spinal fluid 
in 24 cases showed moderately increased protein 
values; diabetic retinopathy was seen in 19 out of 
28 patients examined; there were signs of neurop- 
athy in 12 out of 22 cases; and 18 patients had 
infection in the soft parts of the foot. Roentgen-ray 
examination of the affected region in well-devel- 
oped cases revealed an extensive destruction of the 
tarsal bones and of proximal parts of the metatarsal 
bones. The histological picture is marked by de- 
struction of bone and cartilage tissue. Diagnosis is 
seldom made before the destruction is far advanced. 
On early diagnosis, development can _ perhaps 
be delayed by suitable orthopedic footwear and 
bandages. 


A Comparative Study of Coronary Disease in 
Haitian and American Negroes. D. Groom, E. E. 
McKee, C. Webb and others. South. M. J. 52:504- 
510 (May) 1959 [Birmingham, Ala.]. 


The factors of significance in the etiology of 
coronary atherosclerosis are far from clear. This 
prompted the authors to evaluate, by pathological 
rather than clinical criteria, the degree of coronary 
and aortic atherosclerosis in 2 similar racial groups 
living under different socioeconomic circumstances. 
Most of the subjects involved in this study were 
from the lower income groups in both countries— 
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Haiti and the United States. The hearts and aortas 
from autopsies on 139 Negro adults at the Medical 
Center Hospitals in Charleston, S$. C., were com- 
pared with those from 128 autopsies at the Hdpital 
Général in Port-au-Prince. Material from routine 
autopsies, including all types of deaths of patients 
over the age of 20 years, was used as representative 
samples of the 2 population groups. An attempt was 
made, in compiling the clinical data on the autopsy 
specimens, to classify each subject according to 
economic level and rural or urban residence. De- 
tailed dietary surveys were carried out in both 
groups. 

Results showed an apparent predisposition of 
the American group to coronary but not to aortic 
atherosclerosis. The degree of coronary disease was 
almost double among the American group, for both 
males and females and at all age decades over 20. 
No such difference was observed in the aortas of 
the same subjects. Prominent environmental differ- 
ences in these 2 population groups included those 
of stress, tempo of living, physical exertion, and 
competitiveness, in addition to that of diet. As yet 
evidence is lacking with which to ascribe the ob- 
served difference in coronary disease to diet or to 
any single factor in the environment. The authors’ 
results suggest the importance of etiological factors 
other than diet; this applies particularly to possible 
differences in susceptibility between the aorta, 
which is a more or less passive elastic tube, and the 
coronaries, which are known to constrict actively 
in response to vasomotor stimuli. 


Intrahepatic Bile Stasis in Acute Nonfatal Viral 
Hepatitis: Its Incidence, Pathogenesis, and Correla- 
tion With Jaundice. I. N. Dubin. Gastroenterology 
36:645-660 (May) 1959 [Baltimore]. 


The author studied the role of intrahepatic bile 
stasis in 129 patients with acute nonfatal viral 
hepatitis, from whom 214 needle biopsy specimens 
were obtained. The time interval between onset of 
jaundice and biopsy ranged from several hours to 
250 days. Intralobular bile plugs were found in 
about 50% of the patients during the acute phase 
of the disease. The highest incidence of intrahepatic 
bile stasis occurred from 5 to 15 days after the 
onset of jaundice. Evidence from various sources 
indicates that intrahepatic bile stasis closely par- 
allels the course of clinical jaundice and the levels 
of serum bilirubin. An analysis is presented of 
various pathogenetic mechanisms that might pos- 
sibly play a role in the production of jaundice and 
intrahepatic bile stasis in acute viral hepatitis. Any 
acceptable hypothesis would have to explain the 
high degree of correlation between the following 3 
phenomena: (a) necrosis and inflammation of par- 
enchyma, (b) hyperbilirubinemia, and (c) intra- 
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hepatic bile stasis. The considerations discussed by 
the author lead to the conclusion that in a hepato- 
cellular disease, such as viral hepatitis, the most 
significant factor in the pathogenesis of jaundice 
and intrahepatic cholestasis is damage to the liver 
cell itself. Hemolysis and intrahepatic biliary ob- 
struction play only a minor role. There is little need 
or justification for invoking the concept of cholan- 
giolar damage or cholangiolar obstruction. 


’ Histological Changes in the Liver in Diseases of 
the Biliary Tract. S. Falkmer and B. Sjéstr6ém. 
Gastroenterologia 91:221-244 (no. 4) 1959 (In Eng- 
lish) [Basel, Switzerland]. 


The authors report on 59 men and 152 women, 
between the ages of less than 30 and over 71 years, 
who were operated on for diseases of the biliary 
tract in the surgical clinic of the University Hos- 
pital in Uppsala, Sweden, between 1953 and 1956. 
The 211 patients were divided into 4 groups as 
follows: group 1, consisting of 55 patients with in- 
flammatory biliary disease associated with jaundice; 
group 2, of 86 patients with inflammatory biliary 
disease without jaundice; group 3, of 14 patients 
with noninflammatory biliary disease with jaundice; 
and group 4, of 56 patients with noninflammatory 
biliary disease without jaundice. The criterion for 
the diagnosis of inflammatory biliary disease was 
a roentgenologically nonfunctioning gallbladder 
which at operation showed definite thickening of 
its wall, and which for the diagnosis of noninflam- 
matory biliary disease was a roentgenologically 
functioning organ containing gallstones and appear- 
ing normal at operation. In this latter category were 
also included patients with obstruction of the extra- 
hepatic bile ducts with a normal gallbladder not 
containing calculi. The patients were operated on 
when they were symptom free, so that no cases of 
acute cholecystitis were included. 

As soon as the abdominal wall was opened, liver 
biopsy specimens were obtained in most patients 
by performing a wedge-shaped excision, 2 cm. deep, 
in the liver parenchyma, always in the same situa- 
tion in the right lobe, at least at a distance of 10 
cm. from the gallbladder bed. Histological changes 
of pathological degree were seldom found. When 
present, the changes were essentially of the type 
of nonspecific reactive hepatitis. Diffuse liver-cell 
changes, extracellular and intracellular pigmenta- 
tion, and portal fibrosis were considered to be of 
possible significance with regard to functional dis- 
turbances, mainly by statistical comparison of the 
histological findings with the results of liver func- 
tion tests, erythrocyte sedimentation rate, and blood 
coagulation tests. Portal inflammatory reaction, 
fatty metamorphosis of the liver cells, nuclear vacu- 
olation, and focal necrosis were considered to be 
insignificant. 
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Contribution to Knowledge of the Mode of Protec- 
tive Mechanism of Hematopoietic Tissue Trans- 
planted into Irradiated Animals: “Chimeras of 
Irradiation.” U. Torelli, M. Malavolti and T. Artusi. 
Minerva med. 50:680-683 (March 7) 1959 (In Italian) 
(Turin, Italy]. 


The effectiveness of protection of irradiated mice 
with rat bone marrow administered intraperitone- 
ally was observed in a group of experimental and 
control male mice. The experimental group was 
exposed to total-body irradiation, which procedure 
was followed by injection of bone marrow suspen- 
sion within 24 to 43 hours. The control group re- 
ceived the irradiation alone. The best results were 
obtained with a dosage of 740 r, which caused death 
of all exposed animals of the control group within 
16 days after irradiation and resulted in survival of 
70% of the animals which received the postirradia- 
tion injection of bone marrow. Marked fall of the 
leukocytes was observed in the control group, be- 
ginning the second day after irradiation, and this 
count remained low until the animals’ death. Post- 
irradiation infusion of bone marrow produced 
increase in the leukocyte count, gain in body 
weight, repopulation of the bone marrow and of 
the spleen, and appearance of a_ considerable 
amount of lymphatic cells. Increase of circulating 
leukocytes appeared within 8 to 12 days after 
irradiation. Histochemical examination revealed 
that the injected granulocytes of the rats gained a 
foothold and began to proliferate in the irradiated 
mice, thus originating “chimeras of irradiation.” 


Arteriovenous Fistula of the Lung. B. P. Sammons. 
Radiology 72:710-715 (May) 1959 [Syracuse, N. Y.]. 


Pulmonary arteriovenous fistulas are anomalous 
connections between the arteries and veins of a 
portion of the pulmonary vascular bed. The nomen- 
clature of this anomaly is not uniform. It has been 
referred to as pulmonary arteriovenous aneurysm, 
pulmonary angiomatous malformations, hemangi- 
omas of lung, angiomatosis of the lung, telangi- 
ectasia of the lung, and cavernous pulmonary 
telangiectasia. Pulmonary arteriovenous fistula is 
the preferable designation, since it describes the 
pathological feature of a shunt from a pulmonary 
artery to a vein without the normal capillary bed. 
The author feels that a radiologist confronted with 
a density in the lung parenchyma should include 
arteriovenous fistula in the differential diagnosis, 
because the surgical approach may differ from that 
for the usual “coin lesion.” About 200 cases of 
arteriovenous fistula of the lung have been de- 
scribed since the condition was first clinically diag- 
nosed in 1939. At the U. S. Naval Hospital, St. 
Albans, N. Y., arteriovenous fistula of the lung was 
diagnosed and surgically treated in 8 patients dur- 
ing the last 7 years. The histories of 3 of these 
patients are presented. 
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Most patients who are free from complications 
have no symptoms, but the presence of “feeders” in 
the region of the lesion strongly suggests arterio- 
venous fistula. Fluoroscopy, tomography, and angio- 
cardiography will detect all but minute pulmonary 
telangiectasias and will give the necessary infor- 
mation for proper surgical attack. Symptoms consist 
of dyspnea, cyanosis, and clubbing of digits. Exam- 
ination may reveal polycythemia, a murmur over 
the pulmonary lesion, and telangiectasia of skin 
and mucous membranes. Complications of hemopty- 
sis, meningoencephalitis, cerebral thrombosis, and 
brain abscess may be presenting complaints. Be- 
cause of the occurrence of these extremely serious 
complications, surgery is the treatment of choice 
even in asymptomatic patients, because the dangers 
of serious complications far outweigh the minimal 
risk of modern segmental resection or lobectomy. 
Angiocardiography, which demonstrates the exact 
location of afferent and efferent vessels, has greatly 
decreased the chance of incomplete resection of a 
fistula or of missing multiple fistulas. 


Radiation Hazards Aboard a Guided Missile Cruiser. 
W. Johnson, V. H. Kindsvatter and C. C. Shaw. 
U. S. Armed Forces M. J. 10:513-523 (May) 1959 
{[Washington, D. C.]. 


Microwave, nonionizing radiation (by radar 
beams) in sufficient intensity can produce testicular 
damage and lenticular and corneal opacities in ex- 
perimental animals, and possibly even death from 
“cooking” of viscera by excessive diathermy. Ioniz- 
ing radiation (by x-rays) in sufficient intensity will 
initiate the “acute radiation syndrome” (a report on 
which appeared in THE JouRNAL 168:381 (Sept. 27] 
1958); low doses over long periods of time are 
cumulative, increase the incidence of malignancy, 
and possibly may shorten the life span or produce 
undesirable genetic mutations. Both types of radia- 
tion (ionizing and nonionizing) were observed at 
hazardous levels aboard the U. S. S. Galveston, a 
ship armed with guided missiles and equipped with 
the Talos weapons system which directs guided 
missiles to the target by high-powered radar beams. 
Some personnel aboard the ship were inadvertently 
exposed to presumably excessive doses of x-rays 
before commissioning of this vessel, but without 
ill-effect, then or 6 months later. 

Temporary measures have been taken with com- 
plete success to protect the crew from both types 
of radiation, and other more effective measures are 
proposed for the future. Crew members working in 
the area of the radar transmitters have installed 
small neon lamps inside their caps which will glow 
when the intensity of the radar beams is 5 to 6 
milliwatt per square centimeter of body surface 
and thus well within the safety range. Photog- 
rapher’s flash bulbs are even more sensitive to radar 
beams and will “detonate” at a level of 1 or 2 milli- 
watt per square centimeter of power density. Thus, 
they are excellent practical safeguards to prevent 


MEDICAL LITERATURE ABSTRACTS 


209/369 


overdosage of personnel. The seriousness and irre- 
versibility of overabsorption of both types of radia- 
tion, and the usual absence of symptoms at the time 
of exposure, warrant the most careful precautions 
and safeguards to give the crew adequate protec- 
tion from these potential hazards. In the last analy- 
sis, such matters are problems of public health and 
of preventive medicine and are of vital importance 
to military as well as civilian personnel. This entire 
area is a prime responsibility of the medical officer, 
both ashore and afloat. 


Agnogenic Myeloid Metaplasia. H. G. Jacobson, 
H. Fateh, J. H. Shapiro and others. Radiology 
72:716-725 (May) 1959 [Syracuse, N. Y.] 


Agnogenic myeloid metaplasia may best be de- 
fined as a disorder involving hematopoiesis outside 
the usual marrow sites, most frequently accom- 
panied by fibrosis of the marrow. Synonyms include 
pseudoleukemia with splenic cachexia, osteosclero- 
sis with myelofibrosis, splenic pseudoleukemia, 
aleukemic myelosis, myeloproliferative syndrome, 
myeloid metaplasia, panmyelosis, and megakaryo- 
cytic myelosis. The term “agnogenic myeloid meta- 
plasia” is becoming increasingly acceptable. The 
authors have collected 20 cases of agnogenic mye- 
loid metaplasia in which the diagnosis was estab- 
lished by bone biopsy or at autopsy. The data on 
these cases are tabulated. Most patients showed 
anemia of varying degrees of severity. In the 
peripheral blood there were nucleated red blood 
cells, with a shift to the left in the white blood cells 
down to the myelocyte and premyelocyte series. 
Hepatosplenomegaly was present in 19 of the 20 
cases. The bone marrow showed almost complete 
replacement by fibrous connective tissue and osteo- 
sclerosis. None of the patients had tuberculosis, 
metastatic cancer, or a record of having taken 
myelotoxic drugs, to account for the changes. Stain- 
ing of the leukocytes for alkaline phosphatase 
showed a high level, in contrast to the findings in 
myelogenous leukemia, where the leukocyte alka- 
line phosphatase is abnormally depressed. The age 
range in the series was from 41 to 72 years, half of 
the patients being seen in the 6th decade. 

As regards the roentgenologic changes, the 
authors say that the thoracic cage, humeral shafts, 
and pelvic girdle were most frequently involved, 
while the femoral shafts, thoracic and lumbar spine, 
and shoulder girdles presented changes to only a 
slightly less extent. There were 2 general forms of 
bone involvement. The first was a diffuse increase 
in bone density. In the second category the in- 
creased bone density was associated with variegated 
zones of radiolucent mottling, sometimes inter- 
spersed with nodular and linear opacities. The high 
frequency of involvement of the bones of the 
thoracic cage is of interest. With this observation 
in mind, the radiologist may suggest the diagnosis 
of agnogenic myeloid metaplasia on viewing a 
chest film. 
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BOOK REVIEWS 


Medical Department, United States Army. Surgery in 
World War II: Orthopedic Surgery in the European Theater 
of Operations. Prepared under direction of Major General 
S. B. Hays, Surgeon General, United States Army. Editor in 
chief: Colonel John Boyd Coates, Jr. Editor for orthopedic 
surgery: Mather Cleveland, M.D. Associate editor: Elizabeth 
M. McFetridge, M.A. Office of Surgeon General, Department 
of Army, Washington, D. C. Cloth. $4. Pp. 397, with 86 
illustrations. Superintendent of Documents, Govern. Print. 
Off., Washington 25, D. C., 1956. 


The foreword to this book states that in the Euro- 
pean theater of operations during World War II 
casualties were heavy and, as in all theaters of war, 
the battle injuries of the extremities, including the 
bones and joints, comprised the largest single 
group, about 67% of the 381,350 wounded and 
injured in action in Europe. A large part of the 
credit for the splendid manner in which this enor- 
mous number of wounded received orthopedic care 
is given to the tireless efforts of the two senior ortho- 
pedic consultants Col. Mather Cleveland and Col. 
Rex L. Diveley. The task of recording the experi- 
ences and lessons learned in the care of this large 
number of patients was assigned to Colonel Cleve- 
land. No better selection could have been made. 
This entire book is splendid evidence of the skill 
and of the painstaking work which is characteristic 
of anything that Mather Cleveland does. 

The book is divided into three parts. Part 1 de- 
scribes the administrative set-up which was used 
for the care of orthopedic wounds and injuries in 
the European theater of operations, part 2 de- 
scribes the clinical policies and practices, and 
part 3 deals with special types of bone and joint 
injury. Most of the illustrations consist of reproduc- 
tions of roentgenograms of actual cases from the 
battlefield and of carefully selected photographs of 
patients. In the sad event of another war, this book 
should be of inestimable value to all physicians or 
surgeons who are called on to care for the injured. 


The Nursing and Management of Skin Diseases. By D. S. 
Wilkinson, M.D., M.R.C.P. Cloth. $5.75. Pp. 288, with 47 
illustrations. The Macmillan Company, 60 Fifth Ave., New 
York 11, 1958. 


As the author points out, a proper knowledge of 
therapeutic details is of the greatest importance in 
treating patients with skin diseases—probably more 
so than in any other branch of medicine. By their 
nature most textbooks are properly more concerned 
with problems of diagnosis and principles of treat- 
ment and less with details of treatment. In this 
well-written book, the author has filled this void 
' These book reviews have been prepared by competent authorities 
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by furnishing detailed descriptions of practical 
procedures used in the management of skin dis- 
eases. The emphasis throughout is on such every- 
day matters as dressings, office procedures, minor 
operations, topical remedies, and the general as- 
pects of management. The material is presented 
clearly, and there is much of practical value in this 
book to interest both the practitioner and the nurse. 


Handbuch der Thoraxchirurgie (Encyclopedia of Thoracic 
Surgery). Zweiter Band, spezieller Teil I. Herausgegeben 
von E. Derra. Bearbeitet von C. P. Bailey et al. [In German 
and English.] Cloth. 476 marks; subscription price 380.80 
marks. Pp. 1207, with 750 illustrations. Springer-Verlag, 
Heidelberger Platz 3, (1) Berlin-Wilmersdorf (West-Berlin); 
Neuenheimer Landstrasse 24, Heidelberg; Gottingen, Ger- 
many, 1959. 


This second volume deals with the surgery of the 
chest wall, pleura, diaphragm, heart, and great ves- 
sels. It is an excellent example of the German genius 
for painstaking and laborious scholarship. It is truly 
encyclopedic. To anyone who is familiar with the 
German medical literature before the last war and 
who has lived by and with manuals of this type, the 
appearance of this book should be welcome, not 
only for itself but because it signals the reentry of 
the German genius to world medical literature. 

To be of permanent value, a medical textbook 
must be an exhaustive review of the literature which 
depicts not only the current status of knowledge 
and practice but also their history and evolution. A 
complete bibliography is essential, as exemplified 
by Nothnagel’s Encyclopedia of Medicine, which 
still supplies the reader with all that had been 
thought and said on the subject up to the time of 
publication and a bibliography which provides a 
sound basis from which to proceed to the more 
recent literature. That is true of this volume, most 
of which is devoted to cardiovascular surgery. In 
their choice of authors the editors inaugurated what 
may be a new departure in international medicine. 
Most of the sections are written in English by Brit- 
ish, Swedish, and American surgeons and in French 
by French surgeons—men who have been pioneers 
in this new field. The authors, other than German 
or Austrian, are Crafoord, Byorck, Broden, Eck- 
strom, Johansson, Karnell, and Werks of Sweden; 
Brock and Nulstein of England; Dubost and Hoff- 
man of France; and, among the many Americans, 
Bailey, Blalock, and Beck. 

In being international and published in three dif- 
ferent languages, this work emphasizes the neces- 
sity either that the medical student in high school 
and college acquire a reading knowledge of differ- 
ent languages or that some language, perhaps Latin, 
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be adopted as the universal language of science. 
One is reminded that at the age of 15 years, when 
he commenced his medical studies, Laennec had a 
reading knowledge of French, German, English, 
Latin, and Greek, as well as of his native Breton. 
All in all, this is an excellent basic text on thoracic 
and cardiac surgery. It can be edited and reedited, 
as all encyclopedias must be, to keep abreast of the 
steady and rapid progress of the science. While one 
can question the advisability of publishing a text- 
book on cardiac surgery at this time, when what 
was practiced last week is outmoded this week, 
even this section is, and will remain, of great his- 
torical interest. 


X-Ray and Radium in Dermatology. By Bernard A. Wans- 
ker, M.D. Publication number 349, American Lecture Series, 
monograph in American Lectures in Dermatology. Edited by 
Arthur C. Curtis, M.D., Chairman, Department of Derma- 
tology and Syphilology, University of Michigan, Ann Arbor. 
Cloth. $5. Pp. 114, with 20 illustrations. Charles C Thomas, 
Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Black- 
well Scientific Publications, Ltd., 24-25 Broad St., Oxford, 
England; Ryerson Press, 299 Queen St., W., Toronto 2B, 
Canada, 1959. 


The material in this monograph, which is an 
expanded outline, is concise, easily read, and accu- 
rate and should be invaluable for those who use 
ionizing radiation for treating skin diseases. The 
material was gathered from lectures, textbooks, and 
the author’s experience as a practicing dermatolo- 
gist. This is an excellent manual, presenting briefly 
essential information about different sources, tech- 
niques, and indications of radiations and the biolog- 
ical effects of radiation in normal and diseased 
skin. 


Squint and Allied Conditions. By George P. Guibor, M.D., 
D.D.S. Cloth. $11.50. Pp. 356, with 103 illustrations. Grune 
& Stratton, Inc., 381 Fourth Ave., New York 16; 15/16 
Queen St., Mayfair, London, W. 1, 1959. 


This book is the fruit of the author’s large 
clinical experience with over 41,500 patients. The 
diagnostic and therapeutic procedures discussed 
are those he has evolved in dealing with this fre- 
quently baffling condition. The chapters covering 
case history and objective and subjective examina- 
tions are detailed and should be of great benefit 
to the neophyte. The chapters dealing with the 
nonsurgical treatment of squint are less precise. 
Some argument might be made in favor of the 
author's use of atropine, although most authorities 
would question its use over a period of several 
years, as here advocated. The argument in favor 
of the use of prisms is supported only by the slen- 
der reed of clinical impression and fails to explain 
why use of prisms should be successful. Since no 
controls were observed, one wonders how success- 
ful such treatment really is. The type of surgical 
treatment here advocated is more in conformity 
with generally accepted opinion and is of some 
value, since it is described in some detail. This 
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book will be of interest to the sophisticated oph- 
thalmologist who is competent to judge the pros 
und cons of the author's discussions. The beginner 
might well find it confusing and misleading. 


Proceedings, National Conference on Air Pollution, Wash- 
ington, D. C., November 18-20, 1958. U. 8. Department of 
Health, Education, and Welfare, Public Health Service. 
Public Health Service publication no, 654. Paper. $1.75. Pp. 
526. Superintendent of Documents, Govern. Print. Off., 
Washington 25, D. C., 1959. 


In 1955 the federal Congress approved Public 
Law 159 which directed the Public Health Service 
to conduct and support research and to provide 
technical services to state and local governments and 
to private agencies in matters of pollution of the air. 
Here in some 500 pages are the proceedings of a 
national conference called by the Public Health 
Service to review the results of this law, to appraise 
the law itself, and to plot a course to be followed in 
the future. 

Physicians will find several topics with direct 
medical implications in the sections about the fogs 
of the Meuse Valley, Belgium, Donora, Pa., and 
London and about the fall-out problems of nuclear 
testing. The book should prove a source of informa- 
tion on air pollution and may well be the second 
milestone on the way toward a clean atmosphere. 


Modern Dermatologic Therapy. Edited by Thomas H. 
Sternberg, M.D., Professor of Medicine (Dermatology) and 
Assistant Dean for Postgraduate Medical Education, Uni- 
versity of California School of Medicine, Los Angeles, and 
Victor D. Newcomer, M.D., Associate Professor of Medicine 
(Dermatology ), University of California School of Medicine, 
Los Angeles. University of California medical extension series. 
Cloth. $10. Pp. 520, with illustrations. Blakiston Division, 
McGraw-Hill Book Company, Inc., 330 W. 42nd St., New 
York 36; 95 Farringdon St., London, E. C. 4, England; 253 
Spadina Rd., Toronto 4, Canada, 1959. 


This compilation of papers read at a symposium 
sponsored by the University of California at Los 
Angeles, in 1958, well demonstrates that cutaneous 
medicine is a dynamic subject with broad applica- 
tions. Among the subjects discussed were the so- 
called collagen diseases, light eruptions, pigmen- 
tation, psychiatric aspects of dermatology, steroid 
therapy, and such diseases as psoriasis, warts, acne, 
and eczema. The articles were contributed by 
about 20 experienced teachers. As with all such 
cooperative efforts, presentations are a bit uneven, 
but the editors have managed to maintain a high 
degree of uniformity. Of more importance is the 
fact that the material covers the many recent ad- 
vances in dermatology in a way that textbooks 
cannot accomplish. The book consists mostly of 
text with but few illustrations; the emphasis 
throughout is on modern methods of therapy, and 
each article is documented with bibliographic ref- 
erences. The index is complete. This book accu- 
rately reflects dermatological progress in practical 
terms and is a useful volume. 
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QUESTIONS AND ANSWERS 


TREATMENT OF PLANTAR WARTS 
To THE Eprror:—Please advise regarding the latest 
and most effective therapy for plantar warts and 
callouses. 
A. B. Kores, M.D., Beaver Dam, Wis. 


ANswer.—In a recent symposium on warts (Post- 
grad, Med. 25:221, 1959) Cornbleet and Morse re- 
viewed modern therapy for warts. They found that 
there is no one specific and definitive treatment for 
plantar verrucae. Under suitable circumstances, 
topical applications, radiotherapy and/or destruc- 
tive surgical measures may be indicated and are 
curative. In any or all, patience will be rewarded 
by cure without serious or undesirable sequelae. 
Forty per cent salicylic acid plaster applied to the 
wart to cover a generous rim around it should be 
left in place for a week. This may be repeated for 
as many as 8 or 10 weeks. At the end of each week, 
the sodden part of the callous and wart that pares 
off readily should be removed before new plaster is 
applied. Mosaic and multiple warts respond better 
to this form of therapy than do single lesions. The 
latter respond more readily if the plaster method is 
combined with 360 r of x-ray therapy or radium 
equivalent given in one dose carefully localized to 
the wart. Injections of procaine hydrochloride at 
the base of a lesion relieve pain and are sometimes 
curative. Other agents so used should not be of a 
kind to produce ulcers and scars. The latter are 
often painful, become keratotic, and in the long 
run are worse than the original wart. For the same 
reason, surgery and deeply destructive measures 
such as with cutting or desiccating currents may 
leave undesirable sequelae, except in the hands of 
the most skillful and experienced operators. Many 
other forms of therapy have been proposed and are 
at times successful. These are too numerous to list 
or discuss here. 


VITAMIN B,. AND SKIN DISEASES 
To tHE Eprror:—Please furnish information on the 
mode of action and uses of vitamin B,, in treat- 
ment of skin diseases. 
W. E. Kelley, M.D., Omaha. 
ANSWER.—No studies have been done on possible 
specific action of vitamin B,. on the skin. Vitamin 
Bi» has been used extensively in trials to influence 
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various dermatoses, but its effectiveness has not 
been reliably established in any. Among dermatoses 
treated are psoriasis, lupus erythematosus, herpes 
zoster, ichthyosis, and many others. 


STAPHYLOCOCCUS ALBUS VIRULENCE 


To tHe Eprror:—Recently we have cultured Staph- 
ylococcus albus from a wound infection, and cul- 
tures taken in the operating room have shown the 
same organism. Are there any circumstances 
under which Staph. albus can be considered 
pathogenic? Please explain the presence of Staph. 
albus in a culture taken from a newly opened 
abscess. Is there any significance in the number 
of colonies obtained over a given period of time 
in an open Petri dish in the operating room? 


R. P. Froeschle, M.D., Hazen, N. D. 


Answer.—It is probably unwise to attempt to 
identify virulent staphylococci by the color of the 
colony produced on culture. Infections of a 
serious type have been caused by strains having 
the appearance of Staph. albus. Of greater signifi- 
cance is the bacteriophage type and its ability to 
produce coagulase, hemolysin, and fermentation of 
mannitol. It is possible for a staphylococcus having 
the cultural characteristics of an albus strain to 
produce an abscess. This would be particularly true 
in diabetic or debilitated patients. 

It is difficult to attach any real significance of 
pathogenicity to the number of colonies of staphy- 
lococci obtained over a given period of time in an 
open Petri dish in the operating room. The number 
of colonies obtained will vary with the time of day, 
the number of personnel in the operating room, 
adequacy of the ventilating system, and cleanliness 
of the area. There is little evidence to indicate that 
airborne bacteria in an operating room play any 
real part in the production of postoperative wound 
infections. 

It is probable that variations in aseptic technique 
and the presence or absence of infected patients 
and personnel in an operating room will influence 
the number of virulent staphylococci settling out on 
the Petri dish or contaminating exposed wounds. 
This is an area under intensive investigation at 
present, since the role of airborne staphylococcic 
infection has been essentially undetermined. Evi- 
dence indicates that the most significant factor in 
the spread of staphylococcic disease within hospi- 
tals is contact of susceptible patients with infected 
individuals or carriers of virulent strains. 
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RECTOSIGMOIDAL POLYPS 

To tHe Eprror:—What is the upper limit recom- 
mended for removal of rectosigmoidal polyps 
through the sigmoidoscope? In trying to remove 
a polyp at about the 22-cm. level, I had con- 
siderable difficulty and finally resorted to trans- 
abdominal removal. After a polyp is removed, 
how often should the patient be examined and 
for how long? Our x-ray specialist takes two 
days to do barium enema and air contrast stud- 
ies, This means an extra hospital day plus the 
inconvenience of repeated enemas. What is the 
advantage in doing this over a two-day period? 


M.D., Pennsylvania. 


Answer.—Any pediculate polyp within reach of 
the 25-cm. sigmoidoscope can be destroyed (or 
removed ) by means of electrosurgery provided its 
point of origin from the intestinal wall can be 
clearly visualized. If the point of attachment of the 
polyp is beyond visualization, the polyp can easily 
slip cephalad and thus be beyond reach. This is 
the so-called phantom polyp, which cin be visual- 
ized easily if the polyp lies distal to its point of 
attachment but may vanish from sight on passing 
proximal to its point of attachment. Such a lesion 
requires removal via abdominal section and colot- 
omy. Should abdominal section and colotomy be 
done, endoscopic examination of the entire colon 
should be performed through multiple (usually 
three) colotomy openings. Small polypoid lesions, 
not demonstrated on roentgenographic study of the 
colon, can thus be discovered and removed or 
destroyed. 

Any small, sessile polyp, not more than 3 mm. in 
diameter, which can be visualized on endoscopy, 
can be destroyed by means of fulguration. Larger 
sessile polyps which lie on the posterior rectal 
wall can be treated by electrosurgical methods. It 
should always be remembered, however, that a 
larger sessile polyp may harbor in its depths cells 
which have already undergone malignant change. 
For such a lesion, it is obvious that electrosurgery 
may not provide adequate anticancer therapy. 
Patients who have been treated for polyps of the 
terminal portion of the intestine should undergo 
proctosigmoidoscopy at 3, 6, and 12 months after 
completion of therapy and then at yearly inter- 
vals for five years and even indefinitely in some 
instances. 

If the radiologist is willing to study a patient's 
colon over a two-day period, both physician and 
patient are indeed fortunate, because adequate 
radiologic survey of the colon is difficult and time- 
consuming. The advantage of the two-day period 
is a greater salvage rate in patients. It is advisable 
not to limit proctoscopic study to rectal cases. It 


QUESTIONS AND ANSWERS 


213/373 


should be done for every patient who is a candi- 
date for a thorough physical examination, regard- 
less of history. 


INJECTION THROUGH VACCINATION SCAR 
To THE Eprror:—Would there be any detrimental 
effects from giving an intramuscular injection of 
penicillin through an old vaccination scar? 
J. R. Dickason, M.D., Vermilion, Ohio. 


Answer.—Aside from the mechanical difficulty 
of going through the scar, there probably would be 
no detrimental effects from giving an injection of 
penicillin intramuscularly through an old vaccina- 
tion scar. Under ordinary conditions one should 
give any injection through normal skin. 


INTRACTABLE TRICHOMONIASIS 

To THE Eprror:—Intractable trichomoniasis is pres- 
ent in a patient who has had abdominal hyster- 
ectomy and who also has had Skene’s glands 
eliminated by  fulguration. Trichomonacides 
given orally for weeks at a time, and vaginal 
suppositories, cause temporary recession, but 
after a week there is recurrence. Sexual relations 
have been with a condom for months, with no 
apparent chance for reinfection from the husband. 


Eugene McCarthy, M.D., Plainview, Texas. 


ANSWER.—Persistent trichomoniasis is perplexing 
and frustrating to both the patient and physician. 
Since this patient has had a total hysterectomy, 
the cervix is eliminated as a contributing factor. 
The question does not state whether the patient 
still has ovarian function or is in the menopause. 
If the latter is the case, estrogen therapy would 
build up the vagina sufficiently to eliminate the 
process and establish a normal bacterial flora. Estro- 
genic therapy might have to be carried on for a few 
weeks. One may use 0.5 mg. of stilbestrol daily for 
three to four weeks and then reduce it gradually 
to once or twice a week. If the patient still has 
ovarian function, then one should consider complete 
urethroscopic and cystoscopic examination. Some- 
times secondary lesions within the urethra or the 
bladder may be focal sites. One also should stress 
the need for proper vulvar and anal hygiene. Even 
though the organisms do not come directly from 
the intestine, the bacterial flora of the vagina may 
be related to that of the intestinal tract. When 
many therapies have failed, improvement may be 
obtained by using a heaping teaspoon of powdered 
alum in a quart of water each night as a douche, 
after which alpha or beta lactose in tablet form 
(2 to 4 Gm.) is inserted. This material can be 
placed in gelatin capsules (no. 12 veterinary). The 
douche makes certain there is not an accumulation 
of glucose. The purpose of the lactose is to enhance 
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a normal microbiological environment. Antiseptics 
and protozoacides are notoriously ineffective. Treat- 
ment directed at the gastrointestinal tract is equally 
ridiculous in light of the microbiological facts. 
Trichomonads cannot thrive in the presence of a 
normal vaginal flora. 


WHIPLASH INJURY AND EPILEPSY 

To THE Eprror:—A person having a history of grand 
mal epilepsy sustained a so-called whiplash injury 
of the neck from sudden hyperextension-hyper- 
flexion while riding in an automobile. Some few 
weeks later, a grand mal seizure occurred. Would 
this or subsequent seizures, with opisthotonoid 
spasm, aggravate or prolong an otherwise nor- 
mally healing whiplash injury? \.D., Illinois. 


ANnswer.—The answer to this question must be on 
a purely speculative basis, since there are no good 
studies of the normal healing of soft tissues in 
whiplash injuries and actually no good objective 
evidence as to the specific pathology involved. If 
one assumes that there are no fractures or disloca- 
tions and no protrusion of a cervical intervertebral 
disk as a result of the acceleration-deceleration in- 
jury, one must presume that the injury is to the 
ligaments, capsules of the joints, muscles in the 
neck, or perhaps the blood vessels. In such case, 
the injury is analogous to a sprain of the ankle. 
Therefore, grand mal seizures within the healing 
period, which would probably be three to six weeks 
after the injury, would definitely prolong that period 
and might aggravate previous injury to the soft 
tissue structures. It must be emphasized that this 
opinion is purely speculative and not based on 
objective findings. The problem of the normal heal- 
ing period for the so-called whiplash injury is in 
itself extremely complex. 


MIGRAINE HEADACHE 


To tHE Eprror:—A woman has had migraine head- 
ache recurring about every third day and accom- 
panied by persistent vomiting which continues 
until relieved by a narcotic. She has used several 
different preparations and has consulted various 
neurologists but found no relief. Any suggestion 
will be appreciated. M.D., Arkansas. 


ANnsweER.—For vasodilating headaches occurring 
as frequently as mentioned, two therapy approaches 
should be considered. The first is the interval treat- 
ment, which should be given on a regular basis 
without regard to occurrence of the headaches. 
This should be combined medication consisting of 
a sedative and an analgesic or of a sedative and a 
small amount of an ergot preparation. There are 
several of each of these types of drugs now on the 
market. Such medication should be given at least 
four times daily, unless there is too much drowsi- 
ness. 
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The second approach is treatment of the individ- 
ual headache. Usually the most effective immediate 
relief is derived from a very slow intravenous in- 
jection of dihydroergotamine methanesulfonate. If 
vomiting does not prevent it, sometimes oral ad- 
ministration of an ergot preparation will be almost 
as effective. The disadvantage of ergot preparations 
is that, if they have been given frequently, their 
withdrawal may precipitate rather severe head- 
aches. This is aside from the well-known vasotoxic 
effect of such drugs. Occasionally dimenhydrinate 
given intravenously in doses up to 50 mg. is effec- 
tive in the immediate treatment for such headaches. 
Another useful immediate treatment for the indi- 
vidual headache is inhalation of 100% oxygen 
through a mask. This often gives prompt relief of 
vasodilating headaches. Recently the role of sero- 
tonin in the production of vasodilating headaches 
has been studied, and some investigators have sug- 
gested that drugs which inhibit the action of 
serotonin may be useful preventive tools. Several 
such drugs have been under investigation, but it is 
premature to pass judgment on their effectiveness. 


REACTION IN TATTOOING 

To tHE Eprror:—A 28-year-old man has marked 
itching and swelling of tattooed skin on the exten- 
sor surfaces of both forearms. Areas of red pig- 
ment tattoo show marked elevation, swelling, and 
tenderness. The patient is afebrile. One small, 
nontender lymph node is palpable in the left 
axilla. The tattoos were inscribed 7 and 12 years 
ago and have been asymptomatic. History of 
allergies is negative. The patient gives no history 
of contact with any foreign substances or of in- 
gestion of drugs or unusual foods. Is this an ex- 
ample of Arthus’ phenomenon? What may precip- 
itate this condition, and why did the reaction 
occur after such a lapse in time? What is the 
reason for this selective reaction to the red pig- 
ments? Are metallic pigments more prone to sen- 
sitization than vegetable substances in tattooing? 
What are recommendations for treatment? Would 
surgical excision of the affected tissue be indi- 
cated if the condition continues? 


Mathew Lee, M.D., Washington, D. C. 


ANSWER.—This is not an Arthus phenomenon. An 
Arthus phenomenon is usually a necrotic reaction 
that immediately follows a second exposure to the 
causative agent. This condition is not spontaneous. 
There must have been a mercurial contact or in- 
gestion of mercury not recognized by the patient, 
such as a mercurial preparation applied to a minor 
skin injury, a mercurial laxative, or an amalgam 
tooth filling. Red pigment used in tattooing is usu- 
ally cinnabar, an insoluble mercury preparation. 
Apparently over the years infinitesimal amounts of 
mercury, though insoluble, have been absorbed and 
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systematized, producing an allergic type of sensi- 
tivity. Metallic pigments are possibly more sensitiz- 
ing than vegetable substances. Sensitization re- 
actions to tattooing are rare. If the dermatitis does 
not subside spontaneously, warm compresses of 
boric acid solution several times daily followed by 
use of zinc oxide ointment and administration of an 
antihistamine, such as diphenhydramine or tripelen- 
namine hydrochloride, should suffice. Surgical ex- 
cision is unnecessary and, if the lesions are exten- 
sive, is not feasible. 


ANTICOAGULANTS AND OCCULT 
HEMATURIA 

To tHE Eprror:—What is the frequency of micro- 
scopic hematuria in postcoronary patients main- 
tained on prophylactic long-term anticoagulant 
therapy with the prothrombin time maintained 
at one and one-half to two times normal? May 
renal impairment be expected, ultimately, from 
persistent microscopic hematuria under such cir- 
cumstances? — Irvin Dunsky, M.D., Cincinnati. 


ANswer.—The exact frequency of microscopic 
hematuria in postcoronary patients maintained on 
prophylactic long-term anticoagulant therapy is not 


study the incidence has been found to be between 
171 20 and 30% of the patients observed during a 
period of one or more years. In most of these pa- 
tients, the hematuria was found from time to time 
at intervals of weeks or months. Unless daily urine 
specimens were studied for years, it would not be 
possible to detect all instances of transient micro- 
scopic hematuria. Persistent microscopic hematuria 
in excess of the normal red blood cell loss is rare in 
the absence of some lesion of the urinary tract or of 
renal calculi. A high concentration of uric acid 
crystals may be associated with hematuria, espe- 
cially if the patient is on long-term anticoagulant 
therapy. There is no evidence that persistent micro- 
scopic hematuria that might be due to anticoagulant 
therapy alone produces any renal impairment. Pa- 
tients without persistent hematuria have now been 
kept on long-term bishydroxycoumarin therapy up 
to 13 years with no evidence of liver or kidney 
damage. 


EDEMA OF SCROTUM AND PENIS 
To THE Epiror:—A 15-year-old boy has marked 
lymphedema of the scrotum and penis. He has 
received steroid therapy without effect. Please 
suggest therapy or a center where therapy can 
be obtained. 

F. C. Buffington, M.D., Norman, Okla. 


ANswer.—Edema of the scrotum and penis in a 
15-year-old boy may be of congenital origin, espe- 
cially if it has been present since early childhood. 
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In such a case, it is most likely due to a lymph- 
angioma involving the lymph drainage into the 
abdomen accompanying the venous plexus that 
drains into the hypogastric and spermatic veins 
and the various venous channels of the scrotum 
and penis communicating with the hypogastric 
veins. On the other hand, if it is of more recent 
origin, there could also be an accompanying throm- 
bosis of the venous channels. Such obstruction 
could be determined by an interosseous venogram, 
the contrast medium being injected into the tro- 
chanters of both femora. This method results in 
clear visualization of the venous channels of the 
pelvis. 

Another possibility is lymphedema praecox, a 
congenital condition for which there is no expla- 
nation. Lymphedema of the scrotum and penis may 
also be due to recurrent thrombophlebitis of the 
central scrotal vein. Anticoagulant treatment pro- 
duces palliative results. A surgical procedure that 
might be of help is wide anastomosis of one side 
of the scrotum to the thigh, as is done in a Torek 
operation. If this seems to help, then the other side 
could be anastomosed also. A medical procedure 
of value might be the use of hydrochlorothiazide 
as a diuretic. This would be only palliative, and 
repeated courses of the drug would be required. 
The vascular and urology services, University Hos- 
pital, Oklahoma City, should be a_ satisfactory 
source of assistance. 


FLUORIDE APPLICATION TO TEETH 


To THE Eprtor:—Please advise mechanism of ac- 
tion of topical application of fluorides on dental 
enamel in reducing dental caries. Current litera- 
ture seems to be contradictory and confusing. 


J. M. Coppoletta, M.D., Oakland, Calif. 


Answer.—According to the American Dental 
Association, use of fluoride preparations, topically, 
is based on the assumption that the fluoride will 
react chemically with the tooth to produce less 
soluble enamel. Therefore, a longer period of time 
or a larger amount of acid would be required to 
decalcify the tooth (Volker, Proc. Soc. Exper. Biol. 
& Med. 42:725, 1939). Clinical studies have indi- 
cated that in a group of children topical applica- 
tion of fluoride solutions reduces the incidence of 
new carious lesions by as much as 40% (Syrrist 
and Karlsen, Brit. Dent. J. 97:1, 1954; Sundvall- 
Hagland, Sodium Fluoride Application to Decidi- 
ous Dentition: Clinical Study, Stockholm, the 
Eastman Dental Clinic, 1955). 

Excellent articles on dental significance of fluo- 
ride are available in published symposiums of the 
American Association for the Advancement of 
Science (Fluorine and Dental Health, 1942; Dental 
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Caries and Fluorine, 1946; Fluoridation as Public 
Health Measure, 1954). Several of these references 
discuss possible mechanisms of action. It is under- 
stood that no specific mechanism can be agreed on 
at the present time; the finding has been more or 
less empirical. 


CARCINOMA IN IDENTICAL TWIN 

To tHe Eprror:—What is known regarding the 
chance of development of carcinoma in an iden- 
tical twin when a malignant lesion is found in the 
other? Specifically, the situation involves a_pri- 
mary diffuse duct cell carcinoma of the liver in a 
58-year-old woman who is an identical twin. 

M.D., California. 


Answer.—The occurrence of cancer in one of a 
pair of identical twins does not, in general, imply a 
high expectation of cancer in the other. Among 
identical twins having malignant disease, irr 10 or 
15% of the pairs both persons are affected; in about 
half of these pairs, the primary tumors originate in 
different organs. The proportions are lower in fra- 
ternal twins. Translation of the observed rates into 
annual expectancy for a surviving twin is not 
feasible, but this figure would still be favorably low. 
The findings to date do not show differences among 
types of neoplasm, but the rare forms with strong 
hereditary causation, such as retinoblastoma and 
multiple polyposis of the colon, would carry a rela- 
tively high risk for twins of affected partners, as it 
would for siblings. Among hundreds of primary 
liver tumors reported in the literature, there is a 
dearth of references to twins. It is therefore un- 
likely that occurrence in the partner of an affected 
twin is more probable for primary carcinoma of the 
liver than for other malignancies. 


CAUSE OF SCIATIC PAIN 

To THE Eprror:—A woman, aged 56, with sciatic 
pain on the left has x-ray evidence of marked 
sclerotic changes in the aorta and iliac vessels. 
She is receiving diathermy treatments and ther- 
apy with buffered prednisolone and aspirin. The 
sciatic pain is not constant but occurs most often 
when the patient turns over in bed. The Wasser- 
mann test gave negative results; the complete 
blood count was normal; and urine was nor- 
mal. Please suggest further treatment for this 
patient. Is there any connection between the 
sciatic pain and the condition of the blood 
vessels? 


J. M. Bodenheimer, M.D., Shreveport, La. 


AnsweEr.—While it is possible that sciatic pain © 


may be associated with sclerotic changes in blood 
vessels, it is most apt to be of neurogenic origin 
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caused by pressure on the nerve roots somewhere 
along their course, and most frequently where they 
leave the intervertebral foramina. This patient 
should have detailed neurological and orthopedic 
examinations, as well as a pelvic examination, for 
pelvic abnormality may cause pain of this type. If 
there are any neurological defects, she should have 
spinal fluid examination and possibly even myelog- 
raphy. If no specific cause is found, she should be 
treated with strict bed rest on a hard bed, heat, 
massage, and physiotherapy, possibly even with 
pelvic traction. 


McWHIRTER TECHNIQUE 
To tHE Eprror:—Please advise regarding a source of 
specific information on the McWhirter technique 
of radiation therapy of cancer of the breast. 
John H. Frierson Jr., M.D., South Boston, Va. 


Answer.—The technical data for administration 
of treatment do not appear in Professor McWhirter’s 
publications. A paper by Garland (Radiology 70:159, 
1958) contains a discussion of this technique with 
illustrations, as well as a personal communication 
from Professor McWhirter concerning the tech- 
nique currently used. 


PLEURAL CAVITY STERILIZATION 


To tHE Eprror:—Can a_ benzalkonium chloride 
solution be used to “sterilize” a pleural cavity dur- 
ing surgery, as, for example, after lung decortica- 
tion for empyema? If so, what concentration 
should be used? M.D., Mexico. 


Answer.—It is most unlikely that a solution of 
benzalkonium would “sterilize” the pleural cavity 
after lung decortication for empyema. Moreover, 
with the raw surface which might be present, use 
of the solution might be somewhat dangerous. 
Antibiotics have been used locally under these 
circumstances but are of questionable value. The 
best prophylaxis against infection is the systemic 
use of a suitable antibiotic and prompt reexpansion 
of the involved lung. 


RECTOSIGMOID DIVERTICULITIS 


To THE Eprror:—A 62-year-old male has had mild 
rectosigmoid diverticulitis for about eight years. 
This occasionally becomes subacute. There is 
x-ray evidence of narrowing in the rectosigmoid 
area but no true obstruction or distention. Please 
advise as to the best method of handling this 


case. M.D., California. 
ANSWER.—The approved treatment of diverticul- 


itis of the type described is removal of the in- 
volved area of the colon by surgery. 
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